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The present preoccupation of our profession with the 
lowering of blood pressure must inevitably defeat any 
future attempt to study the natural history of hyper- 
tensive disease, but in view of the attention this topic 
has already received this may not be counted altogether 
a misfortune. Nevertheless, as Simpson and Gilchrist 
(1958) point out, it is particularly during the next few 
years that there is likely to be felt the need for a 
satisfactory yardstick against which the long-term 
success of modern hypotensive treatment can _ be 
measured. 

There are, of course, available to-day a number of 
admirable studies of untreated hypertension. Yet it is 
doubtful if any of these can be regarded as fully 
satisfying this requirement since they suffer in common 
the disadvantage of all retrospective studies that the 
picture presented is insufficiently detailed. It therefore 
“seemed that this might be an appfopriate moment to 


give a further report on the group of untreated hyper- 
tensive patients whose year-to-year progress from 1946 
onwards was the subject of an earlier communication 


(Leishman, 1953). On this occasion, however, it was 
felt that the time had come to employ this “ control ” 
series of untreated cases for the purpose originally 
intended, since there were now available for comparison 
two further groups of patients treated respectively by 
lumbo-dorsal sympathectomy and by ganglion-blocking 
drugs. 

Since regular observation of all three groups (a total 
of 402 patients) has been continuing simultaneously, it 
was hoped that comparison of their respective welfare 
or fate would by this stage provide a fair evaluation 
of these methods of treatment. 


Untreated Hypertension 


The decision taken in 1946 to follow by annual 
examination every hypertensive patient under the age of 
60 who either declined or was considered unsuitable 
for sympathectomy (the only effective treatment then 
available) was prompted solely by the desire to learn 
more about the natural prognosis of this disease. 
Altogether 211 patients (87 men, 124 women) with 
diastolic pressure initially not less than 100 mm. Hg 
have now been followed in this way up to the present 
time or until their death. Since the object was to 
collect rather than select cases, all grades of hypertension 
are represented, and, as is later shown, this group does 
not appear to have been unduly weighted by cases of 
exceptional severity. One-half (106) of these patients 


are now dead, and this number represents 66% of the 
men and 39% of the women who with the exception 
of 14 have all died before they were 60. The age 
and period of observation of every case is recorded 
in Figs. 1 to 5 together with the individual causes of 
death as accurately as these could be ascertained. It 
may, however, be noted that the use of the term C.V.A. 
(cerebral vascular accident) has been necessary on 
occasions when post-mortem evidence was lacking or 
the clinical details supplied were insufficient to justify 
a diagnosis of cerebral haemorrhage ; also that when 
uraemia complicated terminal heart failure this has 
been recorded as a cardiac death, 


Prognostic Considerations 


When the behaviour of these patients was earlier 
studied the clinical features which then appeared to 
have been especially unfavourable were listed as male 
sex, high diastolic pressure, albuminuria, retinopathy, 
abnormal electrocardiograms, and possibly absence of 
obesity ; and when revised to-day, after an opportunity 
of five years’ further observation, this list appears to 
need only minor amendment. Certainly it requires only 
a glance at the mortality rates shown in Fig. 6 to 
appreciate the hazard both of being male and of having 
a high diastolic pressure, since not a single man survives 
to-day whose diastolic pressure initially exceeded 130 
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mg. Hg. The greater tolerance of women for high 
blood pressure has, on the other hand, been equally 
evident, and it will be noticed that even in cases of 
malignant hypertension the average survival of the 
women was twice as long as that of the men. 

There can also be little doubt of the importance of 
both retinopathy and albuminuria to a hypertensive 
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patient when one compares the incidence of these two 
features in the 83 patients who died from non-malignant 
hypertension with that found among 105 patients who 
are still alive. 

This study has further suggested that these two 
distinct phenomena have indeed a remarkably similar 
clinical meaning. For example, although neither 
retinopathy nor albuminuria has appeared to be the 
particular consequence of very high blood pressure, and 
each has been observed almost equally in patients with 
diastolic pressure above and below 130 mm. Hg, the 


Taste I.—J/ncidence of Albuminuria and Retinopathy (Grade 111) 
Among Fatal and Surviving Cases of Non-malignant 
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development of either of these features has generally 
foreshadowed death from uraemia or from stroke. 
Indeed, from the clinical evidence one would be justified 
in concluding that fundamentally their pathology is 
identical. 

The transient appearance of “hard” exudate or 
scanty retinal haemorrhages seems, however, un- 
important, for these have been seen as frequently (10%) 
among surviving patients as in those who have died. 
On the other hand, it is by no means certain that in the 
case of a man inconstant and even trivial albuminuria 
is equally negligible, for it seems of some significance 
that among the 29 men who to-day are the sole survivors 
in the untreated group only 3 have at any time had 
albumin in their urine. 

In the light of our extended experience, however, 
the sinister interpretation of electrocardiographic 
abnormality appears to be much more open to question. 
The ready acceptance of the electrocardiogram as a 
guide to prognosis has been rather surprising, since the 
only justification for this seems to have been the 
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demonstration of a higher death rate among hyper- 
tensive patients when electrocardiographic changes are 
present, and little or no attention has apparently been 
paid to the much more important influence on mortality 
of the individual blood-pressure levels in these cases 
(Perera, 1951 ; Simpson and Gilchrist, 1958). 

In an earlier contribution (Leishman, 1951) it was 
suggested that “strain pattern” changes appeared 
in the electrocardiogram whenever the relationship 
between ventricular muscle bulk and coronary blood 
flow was disturbed, and it was noted on that occasion 
that there did not appear to be any close correlation 
between this finding and the severity of the hypertensive 
state. 

In the group of patients with non-malignant hyper- 
tension at present under review, “strain pattern” 
changes were seen in the electrocardiograms of 44 (54%) 
of the 81 fatal cases in which these were available and 
45 (43%) of the 105 survivors. When one appreciates 
that the first group was composed largely of cases with 
exceptionally high blood pressure this difference appears 
unimpressive. In fact, among the minority of fatal 
cases in which diastolic pressure was less than 130 mm. 
Hg, the incidence of abnormal electrocardiograms was 
distinctly lower (29%) than among the survivors. 

As might be expected, deaths from congestive heart 
failure were proportionately higher among patients with 
abnormal electrocardiograms, but this finding provided 
no forecast of subsequent cardiac infarction, only 6 of 
the 15 patients who died from this cause showing 
electrocardiographic changes before this event. 

Although apparently neglected, an observation by 
Filley (1946) that “ when other factors are eliminated, 
electrocardiographic changes become less and _ less 
ominous” appears to-day to summarize the position 
admirably, for, although these changes are seen more 
commonly in patients with high levels of diastolic 
pressure, it has become evident that their presence or 
absence in fact adds very little to the general assessment 
of a hypertensive patient. It is difficult, therefore, to 
share the enthusiasm of Evans (1957) for the electro- 
cardiogram as a gauge of hypertensive severity. 

The possibility that obesity is an asset to a hyper- 
tensive patient has also been reconsidered and it is 
now fairly evident that the preponderance of patients 
of normal weight among the fatal cases which was 
previously reported was biased by cases of malignant 
hypertension who are of course rarely overweight. 
When cases of malignant hypertension are excluded as 
in the present review the presence or absence of obesity 
seems much less important, since 38% of the patients 
who died appear to have been overweight compared with 
48%, of those still living. 


Course of Untreated Hypertension 

An advantage of the deliberately planned follow-up 
is the opportunity it affords of studying over a number 
of years the behaviour of the blood pressure itself. 
This has provided some surprises ; it was, for example, 
unexpected that at the end of an average period of 
nearly eight years’ observation it would be found that 
the diastolic pressure had increased by more than 10 
mm. Hg in only 25 (20%) of the 128 patients who 
survived more than five years, and that in a further 37 
cases the diastolic pressure would be appreciably lower 
than at the start of observation. (The behaviour of 
systolic pressure was closely similar.) Even among 
patients who failed to survive five years, a rise of 
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diastolic pressure even of this modest degree was seen in 
only 40% of the 48 cases in which re-examination was 
possible before death. In this grooup women outnumber 
men by 2 to 1, but in general the sexes behaved similarly 
in this respect, although it has been noticed that when 
the diastolic pressure exceeded 120 mm. Hg the men 
showed a rather greater tendency to rise in blood 
pressure. 

Nevertheless in the case of 10 men and 10 women 
(from the total of 176 patients) the diastolic pressure 
increased by more than 20 mm. Hg, and in seven of 
these the pattern of malignant or accelerated hyper- 
tension developed fairly rapidly although the diastolic 
pressure in four cases was initially less than 120 mm. 
Hg. All of these patients died within one to three years, 
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and with only one exception either from stroke or from 
uraemia. A similar rate of blood-pressure rise was seen 
in two further cases, but here the hypertension retained 
its benign character although both of these patients 
died within three years from congestive failure. In 
the remaining 11! patients the increase in diastolic 
pressure was a slow and gradual process which occupied 
from 5 to 10 years, and it has been rather reassuring 
to find only four instances of the blood pressure 
increasing as a laté development after a period in which 
it had remained static. 

Even in retrospect, however, it is difficult to see how 
the few patients destined for an inexorably progressive 
course could have been identified on the first occasion, 
although the presence of albumin in the urine of five of 
the nine cases would, one hopes, to-day attract 
appropriately greater attention. 

Of the original total of 211 patients, 105 (29 men 
and 76 women) are alive, but 37 of these are leading 
restricted lives. Sixteen have suffered strokes and a 
further 15 have had transient cerebral attacks of one 
kind or another. Six patients survived cardiac 
infarction, 12 are now anginal, and three have at some 
stage been in heart failure. In rather more than half 
the cases the heart has enlarged, and in an equal number 
the ability to concentrate urine has been lost, a finding 
which perhaps should be emphasized, since undue 
importance is often attached to this particular 
manifestation of renal inefficiency in a hypertensive 
patient. 

Although headache was originally a complaint of 85 
patients (80%) it has been interesting to see that in 32 
cases this ceased spontaneously and in a further 15 
cases became notably less troublesome with the passage 
of time. It is likely, of course, that in large measure 
this was due to the reassurance which could usually be 
given to these patients at their annual examination. 


Comparability of Treated and Untreated Groups 

From what has already been said it is clear that any 
inference drawn from the varying behaviour of groups 
of hypertensive patients will carry little weight unless 
the greatest care has been taken to compare only cases 
of equal severity. This means, in the first place, that 
malignant hypertension must be considered separately, 
the sexes segregated, and comparison permitted only 
between patients within a similar blood-pressure range. 

Apart from these obvious precautions, however, it 
seemed likely that the best measure of their respective 
severity would be obtained by comparing in these three 
groups the incidence of retinopathy and albuminuria. In 
Table II this comparison is made ; it will be seen that by 
the exclusion of survivors from the group of untreated 
cases this test has been made deliberately severe. 
Nevertheless by these criteria at least it may be judged 
that the two groups of patients whose hypertension was 


Taste Il.—Jncidence (Pre-treatment) of Retinopathy and 
Albuminuria in Patients Surviving After Hypotensive Treat- 
ment and in Fatal Untreated Cases. (Diastolic Pressure 
Exceeding 120 mm. Hg—Malignant Hypertension Excluded) 


80 Survivors | 59 Survivors 
64 Fatal Cases Treated | Treated 
Untreated by Ganglion- by 
blocking Drugs | Sympathectomy 
Retinopathy (grade , 
21 28 (35°%) 16 (27-1%) 
Albuminuria 54 (84-3°%) 42 (52-5°%) 28 (47-4%) 
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treated were undoubtedly of more than average 
severity, and as an example of this it should be noted 
that the incidence of albuminuria even at its lowest is 
nearly twice as high as was found among patients who 
have survived without the aid of hypotensive treatment. 

The possible influence on prognosis of difference in 
age also needs some consideration, since the patients 
selected for sympathectomy were younger than the rest, 
only five being over the age of 50 at the time of their 
operation. However, according to Smirk (1957) it is 
now generally agreed that younger hypertensive subjects 
have a worse outlook than their seniors, and even in 
our own limited experience the patients who presented 


‘with hypertension between the ages of 40 and 50 


appeared to fare rather worse without treatment than 
did those in the next decade. So far as the 
sympathectomy cases are concerned, therefore, we can 
only assume that their relative youth was on the whole 
prejudicial to them rather than an advantage. It should 
also not be overlooked that to-day’s survivors from 
sympathectomy have now been under observation 
almost twice as long as the average survival period of 
patients in the corresponding blood-pressure group who 
died without treatment. 

On the other hand, there is little difference between 
the age distribution of the patients treated by ganglion- 
blocking drugs and of those who remained untreated. 
Here, of course, the main objection to comparison is the 
somewhat limited period of treatment. Nevertheless, 
at the time of reporting, the average duration of drug 
treatment in the 86 surviving patients was 3.7 years, and 
this may be compared with average survival periods 
among patients dying without hypotensive treatment of 
2.2, 3.9, and 3.75 years according to their respective 
blood-pressure group (malignant hypertension excluded). 
Indeed, without treatment 70% of the patients with a 
diastolic pressure above 130 mm. Hg were dead within 
four years. 

Thus, although the present mortality rate among 
drug-treated cases is scarcely acceptable for strict 
comparison without some correcting factor in mind, 
this should by now provide at least a fair indication 
of the extent to which ganglion-blocking drugs are 
varying the natural course of hypertensive disease. 


Hypertension Treated by Lumbo-dorsal Sympathectomy 


Although more than 100 patients have undergone 
lumbo-dorsal sympathectomy, the present study is 
limited for purposes of comparison to 82 cases with a 
minimum pre-operative diastolic pressure of 120 mm. 
Hg, observed for at least a year since their operation. 
As nine of these patients later required ganglion- 
blocking drugs and their progress has therefore been 
recorded under that heading, 73 sympathectomy cases 
are available for comparison with the other two groups. 
Except in two cases, Poppen’s two-stage operation was 
always performed and the surgeon’s objective in every 
case was to remove the sympathetic chains from at least 
the level of the fourth dorsal to the third lumbar 
ganglion together with the splanchnic nerves. 


Lowering of Blood Pressure 
As with ganglion-blocking drugs, the effectiveness of 
operation depends largely on the production of postural 
hypotension, and the diastolic pressure of these patients 
as recently recorded in the standing position provides 
the best measure of a successful result. In each of the 
82 cases this figure has therefore been compared with 
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the preoperative pressure, and it will be seen (Fig. 7) 
that on this basis operation is judged to have been 
successful in 65 cases (79%) and an average reduction 
of diastolic pressure of 40 mm. Hg has been achieved 
in the case of 29 men and of 47 mm. Hg in the 36 
women. (Had the preoperative pressure also been taken 
with the patients standing the figures would probably 
have been slightly greater.) Among 62 survivors from 
operation, the post-operative interval in 7 cases now 
exceeds 10 years, in 36 cases is between 5 and 10 years, 
and in 19 cases is less than 5 years. 

Normally after this operation postural hypotension is 
severe enough to require the wearing of elastic stockings, 
and this was necessary in all except 4 of the 82 cases, 
whether they proved ultimately successful or not. This 
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phase does not commonly last longer than six months, 
and in most of the cases postural hypotension continued 
to decrease slowly for a further two to four years. 
When followed beyond this stage, however, it has been 
surprising to find that in 75% of the cases postural 
hypotension increased again to an appreciable extent. 
Indeed, in this series of surgically treated cases there 
has been no tendency for postural hypotension to be 
lost in the later stages, and all the failures were apparent 
within two to three years of their operation. 

In respect of their permanence at least, it may be 
agreed that these results are much better than those 
reported in previous reviews. To quote only 
representative examples of similar studies, it may be 
noted that Smithwick (1948), Evelyn Alexander, and 
Cooper (1949), Platt and Stanbury (1950), and Wells 
(1956) all reported dwindling success from operation 
with succeeding years. 

The reputation of Jumbo-dorsal sympathectomy, 
however, rested for many years on resections of the 
Smithwick type which stop short at the sixth dorsal 
ganglion, and it is not altogether surprising that this 
procedure aroused little enthusiasm in this country. In 
Great Britain, Morrissey, Brookes, and Cooke (1953) 
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alone seem to have realized that greater permanence 
of hypotensive effect could be achieved if the operation 
was extended to the level of the fourth dorsal ganglion, 
although earlier in the United States this had been 
claimed by Evans and Bartels (1949). This interesting 
finding seems certainly confirmed by the results reported 
here, and there can be little doubt that the surgeon 
responsible for the present series of operations was 
entirely justified in his insistence on an extensive dorsal 
denervation. 


Post-operative Progress in Successfully Operated Cases 

Of the 65 patients in whom reduction of diastolic 
pressure was considered satisfactory, 8 have since died, 
but this number includes two patients with malignant 
hypertension who lived for two years and eight years 
respectively, and one patient whose death was probably 
unrelated to hypertension. With only three exceptions, 
two of whom are psychoneurotic, all the survivors at 
the present time are leading virtually normal lives, the 
men earning their living and the women performing 
their normal household duties, and only in four cases 
has operation failed to relieve headache completely. 
Before operation five of these patients were anginal, 
and, although initially all appeared to have been 
relieved, this tendency reappeared later in two cases, 
and five additional patients have subsequently developed 
this symptom. 

On the objective side retinal exudates and 
haemorrhages disappeared after operation in 11 cases 
out of 12, and papilloedema also cleared in each of the 
six cases where this was present, although it recurred in 
One patient who later died from uraemia. In one-third 
of the cases the heart size is less than before operation ; 
but in an equal number the heart has enlarged, and it 
is therefore not surprising that only in 5 out of 17 cases 
has the “ strain-pattern ” electrocardiogram reverted to 
normal. However, only one patient with a previously 
normal electrocardiogram has post-operatively 
developed these changes. 

Albumin, which was present in the urine of 27 patients 
before their operation and to a marked degree in 12 
of these, failed only in four instances to clear 
completely, and it is significant that each of these 
patients subsequently died. In no case, however, has 
albumin appeared after a successful sympathectomy. 
On the other hand, lowering of blood pressure does not 
seem to have led to any improvement either in renal 
concentrating capacity or in urea clearance. 


Post-operative Progress in Unsuccessful Cases 

Sympathectomy failed to achieve an adequate 
reduction in blood pressure in 17 cases, and 9 of these 
were later treated with ganglion-blocking drugs. In two 
cases these also proved a failure and both patients died, 
but the remainder appear to be satisfactorily controlled, 
although one is constantly in borderline heart failure. 
The remaining eight patients received no additional 
hypotensive treatment, and three of these have died 
from strokes while another is incapacitated on this 
account. 

Except in a single instance where a limited operation 
was performed, no satisfactory explanation even in 
retrospect can be offered for these failures, and in the 


‘case of these unfortunate few the only credit that could 


be claimed for operation is that their headaches were 
generally relieved in spite of the poor blood-pressure 
response. 
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Hypertension Treated by Ganglion-blocking Drugs 


Altogether 118 patients have received treatment with 
ganglion-blocking drugs, but 25 of these (8 women, 17 
men) have since died, and a further 7 have as yet been 
under treatment for less than a year. There are 
therefore 86 patients whose progress can be reported. 
These have now been treated for periods ranging from 
one to six and a half years, and the average duration 
of treatment for the whole group is at the present time 
three years and nine months. 

When this treatment first started hexamethonium 
bromide was the only drug employed and 16 patients 
who were particularly well stabilized have continued to 
use it. The remainder, however, have received 
pentolinium, and throughout this time, with scarcely 
an exception, both ganglion-blocking drugs have been 
given parenterally and the patients have _ injected 
themselves twice daily, usually at 8 a.m. and 4 p.m., 
while at the same time taking reserpine by mouth. 

The employment of parenteral therapy to-day would 
doubtless be regarded as unenlightened, but, although 
from time to time, as new drugs became available, 
attempts were made to substitute oral treatment, these 
invariably proved far too troublesome to manage in a 
clinic of this size. The greater consistency and 
predictability of the effects of these drugs when injected, 
not to mention the fewer side-effects, are considerations 
which weigh heavily when the attendance of patients 
has to be kept to a minimum. Happily, with the advent 
recently of new drugs, oral therapy now seems to have 
become a really practical proposition. 

In this series of cases the objective of hypotensive 
drug treatment has not been over-ambitious, and a 
standing diastolic pressure of the order 100-110 mm. Hg 
recorded within the period of maximum drug activity 
has usually been regarded as satisfactory. By these 
standards 58 patients (67%) are now regarded as well 
controlled, 23 are under fair control, and 5 are relative 
failures. On the other hand, an adequate hypotensive 
response was achieved in only 6 out of the 25 patients 
who died. 


Progress of Drug-treated Cases 

It has been disappointing to find as many as 25 (29%) 
of these patients apparently incapable of leading a fully 
normal life, and, in this respect at least, the operated 
cases are clearly at a considerable advantage. Their 
headaches also do not seem to have been as effectively 
relieved, for, of 64 patients thus afflicted, 24 are still 
aware of some headache, although it is admitted by half 
this number to be now less severe. (It may be recalled 
that headache ceased spontaneously in one-third of the 
cases who received no effective treatment.) 


Albumin did not disappear from the urine so 
constantly after drug treatment (40%) as was seen after 
sympathectomy (85%), but in respect of clearance of 
papilloedema and retinopathy, reversal of changes in 
the electrocardiogram, and relief of angina, there seems 
to have been very little difference between the patients 
treated medically or surgically. Only exceptionally, 
however, has a heart appeared to become smaller as a 
result of treatment with ganglion-blocking drugs. 

Side-effects during treatment have not been 
particularly troublesome, and here, of course, the 
relatively small dose of drug given parenterally is a 
big advantage. Three-quarters of the patients on 
pentolinium, for example, have needed less than 10 mg. 
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of this drug. Constipation, notoriously the worst obstacle 
to oral therapy, has scarcely been noticed, and usually 
the only complaint has been of postural faintness and 
disturbance in visual accommodation for a variable 
period after the injection. Patients normally became 
progressively less conscious of these effects, and in eight 
cases only were they at all seriously inconvenienced. 
Complaints of fatigue and lack of energy were, however, 
commonly made, but it was thought that reserpine was 
at least partly responsible for these. 

On the whole the morale of these patients remains 
high and there has been little difficulty in securing their 
full co-operation with a form of treatment which has 
undoubtedly been burdensome. It has, however, been 
very noticeable that the continued supervision which 
this involves has at least had the merit of relieving them 
of much of their anxiety. 


Discussion 


It is of course evident from this record that there 
have been far fewer deaths among the patients whose 
hypertension has been treated either by surgery or by 
drugs, and when these comparisons are made on a 
percentage basis (Fig. 6) the differences in mortality 
rate become very impressive. It must, however, be 
emphasized that the use of percentages is in fact 
numerically justified only in the case of the two largest 
groups, consisting of cases of non-malignant hyper- 
tension with diastolic pressure of 130 mm. Hg and 
upwards. 

Despite some measure of success our treatment of 
malignant hypertension has proved rather a disappoint- 
ment and our results seem to compare unfavourably 
with those reported by McMichael (1956). Although 
the blood pressure was usually effectively controlled in 
these cases, too often this seems to have done little 
more than delay for a year or two the inevitable onset 
of uraemia. Success here is, of course, ultimately 
dependent upon renal changes being still reversible, and 
it is clear that in this type of case the real need is 
for earlier diagnosis. 

In all other categories of hypertension, however, the 
respective mortality rates speak for themselves. Even 
if the figures need to be slightly modified in the case 
of the drug-treated cases in view of their shorter period 


of observation, a mortality rate which at its highest is a 


scarcely more than one-third of that found when 
hypertension was untreated is capable of only one 
interpretation. No one, indeed, would doubt that lives 
have been prolonged by both these forms of hypo- 
tensive treatment. 

It was previously suggested (Leishman, 1957) that 
fatal cerebral haemorrhage ought to occur less often 
when hypotensive treatment is employed, since it is 
probable that cerebral arteriolar necrosis, a condition 
potentially reversible, is responsible for many of these 
episodes. Happily this hope seems to have been 
realized, for when the causes of death among treated 
and untreated hypertensive cases are analysed it is 
found that, while there were 37 deaths from stroke 
among 124 untreated cases, only 13 patients died from 
this cause among 191 cases treated by sympathectomy 
or ganglion-blocking drugs. Since at the same time the 
incidence of uraemic death also has fallen from 25 to 
10 in these respective groups, we must conclude that 
in severe cases a modest and even intermittent reduction 
of blood pressure may be sufficient to check the tendency 
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of hypertensive disease to “ accelerate ” and will restore 
a more static and benign state of affairs. 

It would scarcely be opportune to-day to argue the 
respective merits of these two forms of hypotensive 
treatment, but it may be agreed that in general the 
operated cases have shown slightly the better record, 
and they are certainly more fortunate in their present 
mode of life. 

Obviously lumbo-dorsal sympathectomy has now a 
very limited future, but in retrospect it seems a little 
unfortunate that in this country the potentialities of this 
operation have been largely discounted. No one would 
deny that the extensive denervation necessary for a 
satisfactory result is a gruelling experience and not 
without risk. Within our own experience 10 patients 
from a total of 114 did not survive the operation, but 
in fairness to those principally concerned it must be 
said that most of these deaths occurred in the early days 
when selection was often at fault. For a relatively 
young hypertensive subject, however, the operative risk 
is small, and even to-day in such circumstances 
operation may be regarded as a reasonable alternative 
to a lifetime spent on ganglion-blocking drugs. 


The male who undergoes this operation must almost 
inevitably accept loss of fertility, though libido and 
potency have usually been retained. In women, how- 
ever, reproduction is unaffected, and indeed on more 
than one occasion operation has been advised with the 
specific object (successfully achieved) of safeguarding 
future pregnancy. 

On the other hand, there is no doubt that by 
employing ganglion-blocking drugs results can be 
obtained which are at least the equivalent of a successful 
sympathectomy operation. The surprise, however, has 
been that so much success has followed a method of 
treatment which secures effective postural hypotension 
only twice in each day for a period which seldom 
exceeds three hours. As it now seems possible to 
achieve a sustained reduction of blood pressure without 
undue discomfort to the patient, we may reasonably 
expect even better results in the future. 

Nevertheless the possession of such potent drugs 
makes it especially important that we should be 
discriminate in their use, but if the fate of the untreated 
patients reported here has been followed it should be 
easy now to identify those who would have been likely 
to benefit from hypotensive treatment, had this been 
available to them. Certainly no case of malignant 
hypertension will be abandoned without attempting 
treatment, although ganglion-blocking drugs have to be 
used with caution in cases in which urea retention is 
already established. Our own experience in_ this 
situation seems to have been less reassuring than that of 
Abrahams and Wilson (1957), for more often than not 
the drug had to be stopped on account of a rapidly 
rising blood urea. 

Judged from the mortality risk alone, the employment 
of a ganglion-blocking drug appears fully justified also 
in any male hypertensive patient with a diastolic pressure 
consistently above 120 mm. Hg, but in a woman it 
seems doubtful if in ordinary circumstances this is really 
needed unless the diastolic pressure is at least of the 
order of 130 mm. Hg. 

There still remains, however, the problem of the man 
with relatively mild hypertension, for we can scarcely 
ignore the fact that even in'‘the group with the lowest 
blood pressure in the present study (diastolic pressure 


100-119 mm. Hg) one-third of the men died before 
they were 60 (Fig. 5). Yet it is difficult to see how 
these could have been helped by hypotensive treatment, 
since most of them died from cardiac infarction. 
According to Master (1953) the causal relationship 
between hypertension and coronary thrombosis is much 
less important in men than in women, and if this is 
accepted there seems little guarantee that, even if the 
blood pressure were lowered for a number of years, 
the risk of coronary thrombosis would necessarily be 
reduced. Although this possibility may nevertheless be 
regarded as a suitable objective for a future controlled 
experiment, the routine use of ganglion-blocking agents 
in this class of hypertensive patient seems as yet scarcely 
justified, but the presence of albumin in the urine might 
well call for revision of this policy. 


Summary 


The progress of 211 untreated hypertensive patients 
regularly followed since 1946 is compared with that of 
73 patients treated by lumbo-dorsal sympathectomy and 
118 patients treated with ganglion-blocking drugs. 

Half of the untreated patients are dead, and study of 
these cases has confirmed that high diastclic pressure, 
male sex, and the presence of albuminuria or retinopathy 
are particularly unfavourable features. Changes in the 
electrocardiogram have not appeared to influence 
prognosis. 

-Rise of blood pressure in untreated cases was un- 
common, but in 20 out of 176 cases diastolic pressure 
increased by 20 mm. Hg. Seven of these patients 
developed malignant or accelerated hypertension. This 
could not have been foreseen when they were originally 
examined. 

A satisfactory fall in blood pressure was achieved in 
80% of the patients who underwent lumbo-dorsal 
sympathectomy. The unusual permanence of these 
results is attributed to extensive dorsal denervation. 

Ganglion-blocking drugs were given parenterally. Of 
the patients at present on treatment, 67% are regarded 
as well controlled. 

The treated and untreated groups of cases are 
judged to have been of equivalent severity, and 
comparison of their respective mortality rates has been 
made in eight separate categories of hypertension. 

Except in malignant hypertension the mortality rate 
among treated patients was in no instance appreciably 
higher than one-third that of the untreated cases. 

Although the length of observation of drug-treated 
cases is not yet adequate for strict comparison, these 
figures leave no doubt that lives have been extended by 
both forms of hypotensive treatment. Reduction in 
the number of fatal strokes has been a notable feature. 

Judged from the fate of untreated patients, the 
employment of ganglion-blocking drugs seems justified 
in any man whose diastolic pressure is consistently 
above 120 mm. Hg, and in the presence of albuminuria 
may be advisable when blood pressure is below this 
level. Hypertensive women, however, do not normally 
require this treatment unless the diastolic pressure is at 
least 130 mm. Hg. 


It is a pleasure to express my appreciation of the surgical 
skill and unfailing co-operation of my colleague, Mr. J. 
Hardman, who performed all the sympathectomy operations. 
I am grateful to many registrars and house-physicians for 
their help throughout these years in the comprehensive 
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re-examination of these patients, and in particular I would 
like to thank Dr. R. S. Weetch, Dr. D. H. Isaac, and Dr. 
R. W. Meikle for their individual contributions to this 
work. I also thank Professor C. H. Stuart-Harris for valued 
criticism. 
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Hypotensive drugs are now well established in the 
treatment of arterial hypertension. In the malignant 
phase their value has been clearly demonstrated 
(Morrison, 1953; Harington and Rosenheim, 1954; 
McMichael and Murphy, 1955; Smirk, 1957), and 
knowledge of this condition in its treated form is 
steadily accumulating. In hypertensive heart failure the 
beneficial effect of these drugs has been described 
(Shirley Smith and Fowler, 1955; Hamilton, 1956: 
Smirk, 1957). Severe impairment of renal function 
commonly prevents adequate treatment (McMichael, 
1956), but sometimes deterioration may be stayed 
(Abrahams and Wilson, 1957), and there are reports of 
improvement in renal function apparently as a result 
of hypotensive therapy (Wilson, 1956; Hood, 1956). 
Both Hood (1956) and Smirk (1957) have the 
impression that cerebrovascular accidents in patients 
of all grades have been reduced by therapy, but it may 
be that in some instances cerebral thrombosis is 
precipitated by lowering the blood pressure (Locket 
et al., 1951), and transient cerebral ischaemic episodes 
aS a consequence of excessive pressure reduction are 
well recognized (McMichael, 1956; Hood, 1956: 
Smirk, 1956). Similarly, when hypertension _ is 
complicated by ischaemic heart disease, appropriate 
blood-pressure reduction may improve exercise 
tolerance (Doyle and Kilpatrick, 1954; Shirley Smith 
and Fowler, 1955), while an excessive fall appears 
sometimes to precipitate angina (Smirk and Alstad, 
1951) or myocardial infarction (Hood, 1956). 
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difficult problem. The statistics provided by life 
assurance companies (Dublin ef al., 1949) and 
Bechgaard’s (1946) follow-up study of over 1,000 
patients with hypertension have shown clearly that life 
expectancy diminishes with even small increments of 
blood pressure, and that the excess mortality is duc 
mainly to cardiovascular and renal diseases. From 
such data it has been argued (Stewart, 1957) that 
hypotensive therapy should be given to symptomless 
patients: “ Perhaps one of the best of the new prospects 
in hypertension awaits patients of this type.” Stewart 
contemplates an extension of the use of ganglion- 
blocking drugs to most forms of “established 
hypertension.” However, the fact that raised arterial 
pressure is associated with a poor prognosis does not 
permit the conclusion that reduction in that pressure 
will necessarily improve the prognosis. Further, Evans 
(1957) has argued forcibly that in the whole group with 
raised blood pressure there are included individuals 
whose prognosis is extremely good and whom he terms 
“hypertonics.” His attitude is the antithesis of that of 
Stewart. According to Evans, “ Even in the case of true 
arterial hypertension . . . neither product of test-tube 
or crucible halts, nor delays materially, the unfavour- 
able course of the disease.” [Sic.] 

Most authorities, impressed on the one hand by the 
favourable results of treatment in the malignant phase 
and in hypertensive heart failure, and on the other by 
the troublesome side-effects which occur even with 
recent preparations, would be more selective. Many 
would agree with Turner (1956), who would not treat 
patients without objective evidence of hypertensive 
disease in the retina, heart, or kidney, with the 
exception of the young male with a_ high basal 
pressure. 


Present Investigation 


With such considerations in mind, we examined the 
results of treatment of 104 patients with high blood 
pressure attending the medical unit clinic at St. Mary’s 
Hospital in the period 1950-7. We concerned ourselves 
only with those patients whose diastolic pressure before 
treatment was persistently at or above 120 mm. Hg. 
This excluded from consideration a number of cases 
treated for high blood pressure, but we feel that all the 
present cases may fairly be regarded as hypertensive. 
The blood pressures were measured in the ordinary way 
with a mercury sphygmomanometer, the point of 
abrupt fading of the arterial sounds being taken as the 
diastolic level. The figures have not been corrected 
for age, sex, or arm circumference. 

Several patients began treatment before 1950, and, in 
them, the whole period of treatment is considered. 
Eighty-nine were treated with ganglion-blocking drugs, 
alone or in combination. Six were treated initially by 
sympathectomy ; five of these were subsequently given 
ganglion-blocking drugs, and one reserpine alone. Six 
had other operations (nephrectomy, adrenalectomy, or 
removal of a phaeochromocytoma), and four of these 
were subsequently treated with ganglion-blocking 
agents. Four were treated only with reserpine of 
hydrallazine, and eight had no specific therapy. 

Though most of the patients were known personally 
to us, great reliance has had to be placed on case-notes 
compiled by several different doctors. The _ initial 


blood pressure has been taken as the mean of all 
readings in hospital before the start of treatment, while 
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during the follow-up the patients were usually 
ymbulant. The frequency of follow-up visits varied 


widely according to the symptoms, complications, and 
proximity of the patient to hospital. The majority 
were seen at least once in three months. Our data are 
in many respects imperfect; but it is upon such 
imperfect data that the treatment of hypertension has 
often to be based. 


Blood-pressure Control 


The degree of lowering of the diastolic pressure 
attained in this series has been very variable, but we 
have taken advantage of this variation to observe the 
effect of different degrees of control on the behaviour 
of the disease. For convenience we have arbitrarily 
selected three categories of control, based on the 
diastolic pressure: “ good ”’=diastolic pressure below 
110 mm. Hg; “ fair ’=diastolic pressure between 110 
and 129 mm. Hg; and “poor ”=diastolic pressure 
above 129 mm. Hg. 

Approximately equal numbers of readings have 
fallen into each category, and treatment has therefore 
not always been as efficacious as intended. Many of the 
less satisfactory cases, however, occurred in the earlier 
years; latterly, with a wider choice of hypotensive 
drugs, adequate lowering of the pressure has been 
achieved in most cases. 

The level of blood pressure at the time of 
appearance of a complication is often unknown. In an 
attempt to correlate the degree of control with the 
incidence of complications we have divided the follow- 
up course of each patient into periods of three months. 
Within each period the mean diastolic pressure and any 
complications occurring have been recorded. This does 
not imply, however, that we consider a high pressure, to 
which the patient may have been subjected previously, 
necessarily unimportant. When numerous readings 
have been taken, the diastolic pressure has usually been 
stable over a period of three months if treatment has 
not been changed, but in many cases we have had to 
rely on only one or two readings in the period. If a 
patient was not seen in any period, that period and any 
complications occurring have not been entered in any 
analysis relating to blood-pressure control. 


Complications 


Other analyses have been based on the total complica- 
tions and total length of survival from the start of 
observation. In all the tables the rates of occurrence 
of the complications listed below and of fatal 
complications are expressed per patient-year—that is. 
per four patient-periods. One deficiency of this method 
of analysis is that a considerable number of patient- 
years may be accumulated in a given category without 
any individual patient being observed over a long 
period. When the incidence of complications is low, 
this may give an over-optimistic impression of the 
prognosis. The complications of which we have taken 
account are as follows. 

1. Hypertensive Neuroretinopathy.—This was defined 
as the presence of bilateral exudates or haemorrhages 
or papilloedema, provided these signs were unexplained 
other than by hypertension. Whilst appreciating the 
occasional difficulty in making the distinction, we have 
attempted throughout to differentiate and exclude from 
this group cases with arteriosclerotic retinitis (Moore, 
1917). The classification of Keith et al. (1939) does not 
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distinguish arteriosclerotic retinitis from hypertensive 
neuroretinopathy, and we are in sympathy with those 
authorities who have criticized its use (Pickering, 1955 ; 
Platt, 1956; Turner, 1956). Though the presence of 
papilloedema implies a rather worse prognosis, as we 
shall confirm, Smirk (1957) considers that patients with 
only haemorrhages and exudates need as careful 
treatment as those with papilloedema. There is no 
doubt that many cases without papilloedema may have 
renal arteriolar fibrinoid necroses (Goldring and Chasis, 
1944 ; Kincaid-Smith et al., 1958). In only two of our 
present cases was papilloedema unaccompanied by 
retinal exudates or haemorrhages. 

2. Impairment of renal function with a blood-urea 
level higher than 50 mg. per 100 ml. 

3. Cardiac failure, consisting of congestive failure, 
pulmonary oedema, or paroxysmal nocturnal dyspnoea. 

4. Cerebral Vascular Lesions ——The exact diagnosis 
has usually been inferential. 

5. Ischaemic heart disease ; myocardial infarction or 
angina of effort. 

Corresponding to the presence of these five types of 
complication at the first attendance, the patients have 
been divided into six groups ; the last consisting of those 
free of the complications just listed, although about half 
in this group had electrocardiographic or radiological 
evidence of left ventricular enlargement. Group | 
contains all patients presenting with neuroretinopathy, 
and such patients are excluded from the other groups. 

We feel that this classification may be a more helpful 
guide to prognosis and treatment than one based solely 
on retinal appearances. 


Group 1. Hypertensive Neuroretinopathy 


This is the largest and most important group, 
comprising 53 cases. Ten of these patients were in 
cardiac failure when first seen and five presented with 
hemiparesis. Primary renal disease was diagnosed in 
14 (pyelonephritis in 9, glomerulonephritis in 4, and 
unilateral hydronephrosis in 1). Twenty-one patients 
initially had a blood urea above 50 mg. per 100 ml. ; 
and in eight of these it was above 75 mg. One patient 
had a phaeochromocytoma. One female had systemic 
lupus erythematosus ; this was the only one of our cases 
in which retinopathy developed under observation. 
The age at presentation is shown in Table I. Although 


TaBLe I.—Age at Presentation in Cases with Hypertensive 
Neuroretinopathy 


30-39 | 40-49 | so-s9 | 60-69 | 70-79 
13 | 14 | | 2 


Age in years .. | 10-19 | 20-29 


No. of cases | 2 | 6 10 


there was a wide overlap between the groups, the 
highest diastolic pressures were found in group 1. In 
those with diastolic pressures initially between 120 and 
139 mm. Hg, 9 of 11 males and 1 of 7 females had 
papilloedema ; in the range 140-159 mm. Hg, 12 of 16 
males and 6 of 9 females had papilloedema ; while with 
initial diastolic pressures over 159 mm. Hg, 4 of 6 
males and 2 of 4 females had papilloedema. It appears 
that males have a greater tendency to develop 
papilloedema, especially at lower levels of pressure, 
although this does not solely account for the higher 
male mortality, which is present in all groups, including 
those of group 1 without papilloedema. Mortality was 
greater in the cases with the highest pressures. 
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In the 34 patients with oniditniane the five types of 
complication listed occurred at the rate of 0.62 per 
patient-year, with a death rate of 0.32 per patient-year, 
as against figures of 0.34 and 0.09 for the 19 
patients without papilloedema. The subgroup with 
papilloedema contained a higher proportion of males 
(74% against 42% in those without papilloedema) and 
a higher proportion of patients with a raised blood urea 
at the onset (44% as against 32% in those without 
papilloedema). 

The longest period of follow-up in this group was 11 
years. Of those dying, the longest survival time was 
54 years from the first attendance. Eight patients were 
either untreated or defaulted almost immediately, and 
none of these survived more than eight months. Of 
these eight patients, five had papilloedema and three 
not. Table II shows the length of follow-up in group 1. 


TABLe Th —L ength of Follow-up in Cases with Neuroretinopathy 


Length of Follow-up in Months 
36-47 48- 48- 9 60+ 
1} 1 
{ 


ac ae -17 | 18-23 | 24-35 


1 2 
3 | 2 


Living 


+ 
Dead 


Most of the deaths took place within the first year, and 
patients who survive two years have a much better 
prognosis. The causes of death were: uraemia in 13, 
cerebral haemorrhage in 8, cardiac failure in 3, and 1 
immediately following adrenalectomy. Several of those 
who died in renal failure had also evidence of cardiac 
failure terminally. Uraemia usually occurred early, 
from | to 24 months (average 8 months) after the start 
of treatment, and characteristically was the cause of 
death in uncontrolled or untreated cases. One patient, 
although untreated, died in cardiac failure, the b!ood 
urea, even terminally, never rising above 70 mg. per 
100 ml. Cerebral haemorrhage was frequently a late 
cause of death, often occurring in cases whose 
retinopathy had regressed and where the blood pressure 
had, at least temporarily, been brought under control. 
Deaths from this cause occurred from | to 66 months 
after the first admission (average 25 months). 

Apart from renal failure, a total of 41 complications 
occurred after the start of treatment (cardiac failure 16 
instances, cerebrovascular accident 16, myocardial 
infarction 2, angina 3, retinal artery thrombosis 3, and 
recurrence of neuroretinopathy 1). It is interesting that 
retinopathy recurred only once, in spite of the fact that 
the blood pressure in many cases subsequently reached 
levels as high as or higher than those prevailing before 
the start of treatment. It appears that neuroretinopathy 
(and by inference the malignant phase) does not 
show a marked tendency to relapse once reversed. 
Other complications, principally cerebral vascular 
accidents and cardiac failure, do recur with greater 
frequency the higher the diastolic pressure. 

The relation of complications to the diastolic 
pressure in the follow-up period is shown in Table III. 
Improvement in the degree of control from “ poor ” to 


Taste III.—Relation of Complication Rate to Control of Blood 

Pressure in Cases with Neuroretinopathy 

No. of — Complications 
- | Patients Complications Patient- Per Patient-year 
Category | - years 

o Category | Total Fatal Total Fatal 

God | | 6 1 | 2375 | 0-04 
Fair | 29 | 12 35-5 0-34 0-08 
Poor 38 | 36 19 375 0-97 0-52 
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“fair” reduces the incidence of total complications 
almost threefold and of fatal complications sixfold, 
Prognosis is further improved if control becomes 
“good.” The natural history of untreated cases 
suggests that hypotensive therapy is the major factor 
contributing to the better prognosis in the good and 
the fair categories, rather than that the more benign 
cases are more easily controlled. In two patients in 
this series the blood pressure could not be lowered by 
medical or surgical means and both died within a year, 
but in all other cases in this group in which treatment 
was seriously attempted a period of good or fair control 
was obtained during their first admission to hospital. 
In the follow-up period, side-effects of the drugs were 
most often responsible for ineffective treatment ; five 
patients defaulted. A higher rate of complications in 
periods of poor control is found in both males and 
females, but the rate is much higher in males (1.26 as 
against 0.7) and the fatality rate is particularly low in 
the females. No female died in a period of good or 
fair control. 


Influence of Initial Renal Function 

Impairment of renal function at the outset is a potent 
cause of failure of treatment. Eight patients in group | 
had an initial blood urea above 75 mg. per 100 ml., 
and of these only one male survives; he is free of 
symptoms and his retinopathy has cleared, but his blood 
urea remains at 96 mg. per 100 ml. The fatality rate 
in the 13 patients with blood urea initially between 50 
and 74 mg. per 100 ml. was twice that of those with 
normal blood-urea levels, although the incidence of all 
complications was not greatly different. 

Treatment seems to have halted further deterioration 
of renal function in several cases, but in only one case 
has a convincing fall in blood urea been seen in 
association with treatment. This was in the female 
with systemic lupus erythematosus, who responded to 
treatment with corticoids and pentolinium. Although 
poor renal function may prevent adequate treatment, 
the exclusion of cases with uraemia does not affect the 
general conclusions on group | patients as a whole (see 
Table IID. * If those with an initial blood trea of 
75 mg. per 100 ml. or over are excluded the complica- 
tion rate is still 0.82 per patient-year in the poorly 
controlled category, 0.27 in the category with fair 
control, and 0.15 in the category with good control. 
The corresponding fatality rates are 0.37, 0.06, and nil 
per patient-year; amongst the initially non-uraemic 
cases there were 18 deaths. 


Taste IV.—Complication Rates After the Clearing cf 
etinopathy (34 Cases) 


No. of Complications 
Desree | Patients Complications | Patient- _Per Patient-year 
ontributing years 
Control to Category | 1 Total Fatal ) Fatal | Total | Fatal 
Good 0 | 235 — 
Fair .. 26 10 2 | 34-5 029 #8 006 
Poor .. 25 16 3 | 27-25 | OS9 | Ol 
| 


Once retinopathy has disappeared it only rarely 
recurs, but continued treatment is still necessary. In 34 
cases the retinopathy was cleared, and among these 
patients 30 complications subsequently occurred, chiefly 
in periods of poor control. Table IV shows the 
incidence of these complications in relation to the 
degree of control. Again, the complication rate was 
higher in the males ; in the females there have been no 


deaths after the clearing of retinopathy. The nature 
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TasLe V.—Complications Occurring After the Clearing of 


etinopathy 
Control 
Complication 
Good | Fair | Poor 

Recurrence of retinopathy 1 
Single retinal vascular lesion as 1 | 2 
Progressive renal failure | —_ | — 1 
Cardiac failure .. 4 5 
Cerebral vascular accident 1 5 | 5 

3 2 


Angina or myocardial infarction | | 


of these 30 complications and the degree of control at 
the time of their appearance are shown in Table V. 
The principal complications encountered in the long- 
term follow-up of cases with retinopathy are cerebro- 
vascular accidents and recurrent cardiac failure. The 
more frequent occurrence of these at the higher levels 
of blood pressure seems fairly clear. The incidence of 
ischaemic heart disease has, at least so far as our 
limited data show, no clear relationship to the blood- 
pressure level. 

Of our 53 patients 
24 are well or substantially better than when 


with neuroretinopathy, 28 


survive : 
first seen, three have been disabled by a series of 
strokes, and one has angina and recurrent left 


ventricular failure. All the untreated patients died 
within eight months, and it may be assumed that most, 
if not all, of the 53 would have died if untreated. 


Group 2. Impairment of Renal Function 


This group comprises only 10 cases, all of which 
had initial blood-urea levels at or above 50 mg. 
per 100 ml., but no retinopathy as here defined. The 
group contains only one female. Three of the group 
had glomerulonephritis, one pyelonephritis, and one 
polycystic kidneys ; it seemed likely that the other five 
also had primary renal disease. Five patients, including 
the one woman, have died; two of the survivors are 
paralysed and demented after a series of cerebral 
thromboses, and one, followed up so far for less than 
a year, has a rapidly rising blood urea. The fatality 
rate for the group was 0.6 per patient-year and the total 
complication rate 1.5. There were no complications in 
the few periods in which control was good, but all of 
these were obtained in a single patient whose initial 
blood urea was only 52 mg. per 100 ml. The degree of 
initial renal impairment seemed to be a more important 
factor in prognosis than the degree of control of blood 
pressure, 

Group 3. Cardiac Failure 


There were only four cases (three male, one female) 
in which cardiac failure was the presenting feature and 
in which there was no retinopathy and initially no 
evidence of myocardial ischaemia. All but one relapsed 
into cardiac failure at times when the blood pressure 
was poorly controlled. The exception was a man who 
stopped treatment after a stroke and died the next 
year. All three males have suffered cerebrovascular 
accidents; this complication was not related to the 
degree of blood-pressure control, which was good in 
one instance, fair in one, and poor in the other. The 
female patient has needed progressively smaller doses of 
hypotensive drugs, though there has been no evidence 
of ischaemic heart disease and the blood urea is 
normal. She now has a normal blood pressure without 
the use of hypotensive drugs. 

In the whole series, excluding instances 
there was 


those 


associated with ischaemic heart disease, 


clinical evidence of cardiac failure in 22 cases. Though 
all of these were digitalized and many were given 
mercurial diuretics also, there seems to be a relationship 
between the episodes of failure and the blood-pressure 
level at the time. In these 22 cases there were 37 
occasions when clinical cardiac failure occurred or 
recurred. The degree of control on these 37 occasions 
was poor in 31, fair in 6, and good in none. In the 
same 22 patients blood-pressure readings were recorded 
in 92 periods when cardiac failure was not present, at 
times subsequent to the first appearance of cardiac 
failure in each case. The degree of control in such 
periods not associated with cardiac failure was poor in 
24, fair in 38, and good in 30. There is little doubt 
that adequate control of the blood pressure is a major 
factor in preventing the recurrence of cardiac failure in 
patients with hypertension. 


Group 4. Cerebrovascular Accidents 


This group comprises 11 patients, seven of them 
males. One woman, was only 29 when first seen, and 
she had chronic glomerulonephritis. The others were 
aged 47 to 70, and none had any other initial 
complication. Only seven subsequent complications 
were recorded. Two deaths occurred, both in males ; 
one had a cerebral haemorrhage when control was 
poor, and the other, also poorly controlled throughout, 
had two episodes of cardiac failure and finally became 
uraemic. One man had a further cerebral thrombosis 
in a period of good control, and another developed 
cardiac failure when the degree of control was fair. 
The only subsequent complication to occur in a female 
was a minor retinal arterial thrombosis. Seven of these 
patients are well, apart from the side-effects of the 
drugs, at various times up to 87 months from 
presentation. The incidence of all complications in this 
group was 0.28 per patient-year, and of fatal 
complications 0.04 per patient-year. All but two of the 
complications occurred in periods of poor control. 
This group has a relatively good prognosis, and there is 
some slight suggestion here that it may be further 
improved by hypotensive therapy. 


Group 5. Ischaemic Heart Disease 


Four men and two women, between the ages of 42 
and 62, presented with myocardial infarction or angina 
of effort. Of these, two men have suffered fatal infarcts 
at six and twelve months respectively from the start of 
treatment. Control was fair in one of these at the time 
of the infarct; the other had defaulted. One woman 
presented with angina; she stopped treatment after a 
month, but is alive four years later, though very 
dyspnoeic. One man has had two strokes in periods of 
poor control, and cardiac failure and a retinal 
haemorrhage in periods of fair control; after 56 
months he is alive with moderately severe angina. The 
two others are well 9 and 29 months respectively from 
the start of treatment. This group is too small to form 
the basis of any assessment of the effect of therapy, but 
it seems likely that the high incidence of complications is 
at least as much an expression of the natural history of 
ischaemic heart disease per se as of hypertension. 


Group 6. Initially Uncomplicated 
Twenty cases were initially “ uncomplicated ” in the 
sense that they showed none of the principal complica- 
tions listed in the opening paragraphs. Eleven, in fact, 
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had electrocardiographic or radiological evidence of left 
ventricular enlargement, and four had albuminuria. 
One of the latter was diagnosed as having pyelonephritis 
on the evidence of renal biopsy. The ages ranged from 
14 to 63 years at presentation. In only two cases have 
any serious complications occurred. A man of 46 was 
first seen with exertional dyspnoea and cardiac 
enlargement. His attendance at the foilow-up was 
sporadic, and control persistently poor. He suffered a 
stroke and an episode of cardiac failure before a fatal 
cerebral haemorrhage occurred three years after his 
first attendance. A woman of 47 presented with a 
central retinal venous thrombosis later progressing to 
glaucoma ; left ventricular enlargement was present. 
Three months later she developed a hemiplegia, control 
having been fair throughout. 

All the other patients are well, apart from the side- 
effects of drugs, at varying periods up to 10 years from 
the first attendance. Among these, there have occurred 
two retinal arterial thromboses and one episode of 
transient aphasia interpreted as a cerebral thrombosis. 
The incidence of complications in relation to control is 
shown in Table VI. 


TasLe VI.—Relation of Complic vation Rate to Degree of Control 
in Initially “ Uncomplicated ” Cas ‘ases 


| No. of 


Complications 


Degree Complications 


of Patients | Patient- E- per Patient-year 
Control Contributing | - ——| years | — 
to C ategory Total “Fatal | | Total Fatal 
Good | 10 0 0 | 10-25 ] — | — 
Fair 17 4 0 20-5 On | — 
Poor .. | 14 2 l 17-0 0-12 0-06 


All the complications occurred in four of the patients 
with evidence of left ventricular enlargement, while in 
the nine without cardiac enlargement no complication 
has occurred in a total of 24 patient-years. In 
particular, two females have so far survived four years 
and one year respectively with diastolic pressures 
persistently above 140 mm. Hg. 

In the subgroup of patients not having clinical, 
electrocardiographic, or radiological evidence of left 
ventricular enlargement, we have indications of the 
existence of a type of patient in whom the course of 
hypertension is truly “benign.” This is the * hyper- 
tonic” patient as described by Evans (1957), who has 
followed more cases of this type for longer periods, all 
being untreated. It may be that treatment was 
responsible for preventing the onset of complications 
in some of our patients, but we had no comparable 
control group, and we know of no controlled study of 
hypotensive therapy in such a group or indeed in any 
group of patients with high blood pressure. The 
statement that these patients remained without 
complications does not imply that they were well. 
Several, in fact, suffered severe side-effects of therapy 
in addition to the disturbance of their peace of mind 
imposed by knowledge of their raised blood pressure. 
It is at least open to question whether in such patients 
the cure was not worse than the disease, and we feel 


that in them the use of hypotensive drugs requires 


justification. 
Comparison of the Groups 
The incidence of complications occurring in the six 
groups is shown in Table VII, in which the 
complications are related to total survival time. None 
of the groups is strictly homogeneous, and, in addition 
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TaBLe VII.—Comparison of Complication Rates in the Different 
Groups 


Complications ‘Per Patient- ~year 


Group — Patient-years 
Total Fatal | 
0-5 0-22 114-25 
2 05 0-21 24-0 
3 063 | 0-06 17-6 
4 0-19 0-05 36°75 
5 0-68 0-15 13-3 
6 0-12 0-02 $4-2 


to the major complications which form the basis of our 
classification, there are other important factors in 
prognosis. Table VIII shows the degree of control and 
the proportion of females in each group. Groups 1, 2, 


TasBLe VIII.—Comparison of Dearee of Control and Sex Ratio in 
the Different Groups 


| 


Percentage of Patient-years Pationt yeas | percentage 


No. of in Each Category ‘or which 

Patients |— B.P. Readings) ba 
| Good | Fair | Poor Available {| *©™es 

1 53 25% 36% 39% 9675 | 38 

2 10 31% 8-0 10 

3 4 36% 4i% 23% 14-75 25 

4 26% 32% 42% 25-0 

7° 51° 42%, | 10-75 33 

6 | 2% 21% 432 36% 47-75 50 


4, and 6 are closely comparable in the degree of blood- 
pressure control attained; patients with ischaemic 
heart disease (group 5) were less energetically treated 
than the other groups, and those with heart failure 
(group 3) rather better. The sex ratio is fairly constant 
except in groups 2 and 3, which have an excess of males. 
These two groups and group 5 are very small. 

We have nevertheless evidence of different patterns of 
disease in hypertension, not related solely to the height 
of the blood pressure or to the appearance of the fundus 
oculi. There is a low incidence of subsequent 
complications in group 4 and group 6, and a small 
proportion of fatal complications in group 3. We have 
seen how readily cardiac failure may be relieved when 
the blood pressure is lowered. In contrast, it is 
unlikely that the high incidence of complications in 
group 5 is principally a function of high blood pressure. 

Blood-pressure observations are available for the 
same number of patient-periods for each sex, although 
only one-third of the patients were females. The 
percentage of periods in each category of control was 
closely similar in the two sexes. 


The complication rate and fatality rate in the whole 
series were not greatly different for patients above and 
below 50 years of age. But, since groups 1 and 2 had 
a high proportion of younger men as well as the highest 
incidence of complications, Table IX shows an analysis 


Taste IX.—Relation of Complication Rates to Age and Sex in 
roups 3-6 


Complications Complications 


Groups 3-6 | Patient- | per Patien:-year 
Total Fatal | | Total Fatal 
Males < $0 y = years “i Te =) 1 245 | 0-45 0-04 
18 5 310 0-58 0-16 
| | 
Females<50_ ,, 3 0 38-4 0-08 
50+ ,, 3 0 30:4 


O10 


of only groups 3 to 6 in relation to age. In these groups 
there is a distinctly higher incidence of fatal complica- 
tions among the older men. The widely differing 
prognosis in the two sexes is emphasized. 
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Conclusions 

Prognosis in hypertension is influenced by many 
factors apart from the height of the blood pressure. 
We have considered some of these factors in a selected 
and comparatively restricted series of patients with 
severe hypertension, most of whom were given 
hypotensive drugs. The patients were classified 
according to the presence of various complications at the 
start of treatment, and, though several of our groups 
were too small for unequivocal conclusions to be drawn. 
there is indication of widely differing prognosis in the 
several groups. Consequently, the effects of blood- 
pressure reduction are dissimilar, though there is a 
general tendency for the poorly controlled patient to 
fare worse throughout. 

It is clear that effective lowering of the blood pressure 
is of great importance in all patients with hypertensive 
neuroretinopathy and that even “fair” control is 
associated with considerable reduction of morbidity 
and mortality. Though in our experience retinopathy 
shows little tendency to relapse once cleared, thorough 
hypotensive treatment must be continued indefinitely in 
these cases in order to diminish the risk of cerebro- 
vascular accidents and cardiac failure. We have seen 
that hypertensive heart failure readily recurs at the 
higher levels of diastolic pressure and that this 
recurrence can be prevented by hypotensive treatment. 

In this series, patients presenting with cerebral 
thrombosis have had a comparatively good prognosis, 
and those with coronary artery disease a poor prognosis, 
but study of a much greater number of cases would be 
necessary to determine the effect of blood-pressure 
reduction on prognosis in these groups. 

Patients without renal impairment and _ without 
evident vascular disease in the retina, heart, or brain 
have, in our experience, been remarkably free of 
complications, regardless of the degree of lowering of 
the diastolic pressure. The length of follow-up has, 
however, been only a small fraction of the time in which 
the younger patients might be exposed to the effects of 
high blood pressure, and these patients are liable on 
occasion to suffer irreversible vascular lesions. The 
mental and physical side-effects of treatment, on the 
other hand, are not inconsiderable, and may sometimes 
be equally disabling. 

‘The comparative immunity of female patients to the 
complications of hypertension is shown throughout this 
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study. The effect of age has been less marked, but this _ 


is in part due to the small number of patients over 60 
years of age in our series. 

We would suggest that the use of ganglion- 
blocking drugs in symptomless hypertension without 
demonstrable disease in the retina, heart, or kidney 
should at present be restricted to the young male 
patient. The accurate evaluation of these drugs in 
symptomless hypertension awaits the results of a 
controlled clinical trial. 


Summary 

A survey has been undertaken of 104 patients with 
initial diastolic pressures over 120 mm. Hg, the 
majority being treated with ganglion-blocking drugs. 
The complications occurring have been related to the 
degree of control of the diastolic pressure during 
periods of three months. 

In patients with retinal haemorrhages and exudates 
or papilloedema the prognosis was closely related to the 


degree of lowering of the blood pressure. In those 
with cerebral or cardiac vascular lesions no such 
relationship could be clearly discerned. 


Uncomplicated hypertension has a comparatively 
good prognosis without treatment, and a much larger 
series would be required to demonstrate any effect of 
hypotensive drugs. 


We are indebted to Professor Sir George Pickering and 
Professor W. S. Peart for criticism and advice; to Dr. 
D. D. Reid for advice on the method of analysis ; to those 
past and present members of the Medical Unit, St. Mary’s 
Hospital, who have at various times cared for these 
patients ; and to Miss G. Dick for painstaking secretarial 
assistance. 

REFERENCES 


Abrahams, D. G., and Wilson, C. (1957). Lancet, 1, 68. 

Bechgaard, P. (1946). Acta med. scand., Suppl. 172. 

Doyle, A. E., and Kilpatrick, J. A. (1954). Lancet, 1, 905. 

Dublin, L. I., Lotka, A. J., and Spiegelman, M. (1949). Length 
of Life: A Study of the Life Table, 2nd ed. Ronald Press 
Co., New York 

Evans, W. (1957). Lancet, 2, 53. 

Goldring, W., and Chasis, H. (1944). Hypertension and 
Hypertensive Disease. Commonwealth Fund, New York. 
Hamilton, M. (1956). In Symposium on the Clinical Management 

of Hypertension. Postgrad. Med. School, London. 

Harington, M., and Rosenheim, M. L. (1954). Lancet, 1, 7. 

Hood, B. (1956). In Symposium on the Clinical Management of 
Hypertension. Postgrad. Med. School, London. 

Keith, N. M., Wagener, H. P., and Barker, N. W. (1939). Amer. 
J. med. Sci., 197, 332. 

Kincaid-Smith, P., McMichael, J., and Murphy, E. A. (1958). 
Quart. J. Med., 27, 117. 

Locket, oe P. G., and Grieve, W. S. M. (1951). Brit. med. 
McMichael, J. (1956). In Hypotensive Drugs, edited by M. 
Harington, p. 105. Pergamon Press, London. 
—— and Murphy, E. A. (1955). J. chron. Dis., 1, 527. 

Moore, R. F. (1917). Quart. J. Med., 10, 29. 

Morrison, B. (1953). Brit. med. J., 1, 1291. 

Pickering, G. W. (1955). High Blood Pressure. 
London. 

Platt, R. (1956). In Symposium on the Clinical Management of 
Hypertension. Postgrad. Med. School, London. 

Smirk, F. H. (1956). In Symposium on the Clinical Management 
of Hypertension. Postgrad. Med. School, London. 

—— (1957). High Arterial Pressure. Blackwell, Oxford. 

—— and Alstad, K. S. (1951). Brit. med. J., 1, 1217. 

Smith, K. S., and Fowler, P. B. S. (1955). Lancet, 1, 417. 

Stewart, I. McD. G. (1957). Lancet, 2, 753. 

Turner, R. W. D. (1956). In Symposium on the Clinical 
Management of Hypertension. Postgrad. Med. School, 
London. 

Wilson, C. (1956). Ibid, 


Churchill, 


A sixth edition of William Boyd's familiar textbook 
Pathology for the Physician (Pp. 900; 489 illustrations and 
12 colour plates. 126s. London; Henry Kimpton. 1958) 
is now available. The last edition was in 1950. The author 
describes the present one as being, in many respects, more 
a new book than a4 new edition. The general introductory 
section of each chapter has been extensively rewritten to 
bring it into line with new advances in cytology, physiology. 
and biochemistry. Chapters on diseases of the muscles and 
on the internal environment have been added, and each 
chapter now starts with a systematic table of its contents, 
to help those facing examinations. The key references at the 
end of the chapter have been revised and arranged 
alphabetically. Throughout, the revision has _ been 
undertaken with the graduate rather than the undergraduate 
in mind, the physician rather than the pathologist. The 20 
chapters deal with diseases of the heart, the arteries, the 
kidneys, the respiratory system, the stomach and duodenum, 
the intestines, the liver and gall bladder, the pancreas, the 
pituitary body, the adrenals, the thyroid, the parathyroids, 
the blood, the spleen, the lymph nodes and thymus gland, the 
nervous system, the bones, the joints, and the muscles, and 
with the internal environment. The volume is well bound, 
clearly printed, and fully illustrated. 
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Medical Administrator, Hitchin Hospitals 


AND 


ELIZABETH MAUGHAN, A.LM.L.T. 


Senior Laboratory Technician, Hitchin Hospitals 


The recent increase in cross-infection in hospitals due to 
antibiotic-resistant strains of Staphylococcus pyogenes 
is a matter of general concern. In Hitchin we have 
recently had experience of such an outbreak due mainly 
to a strain belonging to phage type 80. This strain has 
been responsible for two outbreaks in Australia 
(Rountree and Freeman, 1955; Taft, 1955) and gave 
rise to an epidemic in Southampton (Duthie, 1957). 
Records of epidemics of virulent staphylococci affecting 
whole hospitals are few, and include that in 
Southampton, one in Montreal which has been reviewed 
by Starkey (1956), and an outbreak in Calgary 
(Colbeck, 1949), 

Our attempts to eliminate the infection by isolation, 
treatment of carriers, and hygienic measures in the 
wards, combined with reduction of admissions and 
closure of wards, have failed. The information 
acquired during this attempt and the factors which led 
to its failure seem worth publishing so that, perhaps, 
other workers may not have the same experience. 

The Hitchin Hospitals comprise the Lister Hospital 
(256 beds), a hutted old E.M.S. hospital, with recent 
additions, and the North Herts and South Beds 
Hospital, brick-built with 116 beds. The two hospitals 
work as a single functional unit except for the maternity 
unit of 40 beds, which has its own staff, living and 
eating separately. 

This paper describes the incidence and types of lesions 
due to tetracycline-resistant staphylococci from July, 
1956, to July, 1958. The data for the first year were 
obtained from laboratory records and case notes ; from 
July, 1957, to July, 1958, special records were kept day 
by day as the cases occurred. 

For 11 weeks from the end of November, 1957, 
weekly nasal swabs from in-patients and staff were taken, 
this period covering the time of attempted wholesale 
clearance of the infective strains from the two hospitals. 
Records of the carrier rate of certain wards were also 
obtained for several months after clearing operations. 


Bacteriological Methods 


Wound swabs were taken in the usual manner with 
orange sticks tipped with cotton-wool. Anterior nasal 
swabs were taken with a platinum loop and immediately 
inoculated. Skin swabs were taken with a loop carrying 
peptone water, stroked several times over roughly | cm. 
of skin and inoculated. 

Swabs from lesions were cultured on horse-blood 
nutrient agar and sensitivities to antibiotics tested with 
Evans “ sentest ” disks on the primary plate. Nasal and 
skin swabs were cultured on a_ similar medium 


containing 10 yg. of tetracycline per ml. to suppress 
tetracycline-sensitive organisms. This method thus 
excluded from our study carriers of tetracycline- 
sensitive strains of Staph. pyogenes, limiting our 
identification of carriers to those bearing antibiotic- 
resistant strains. This technique allowed a small hospital 
laboratory to examine more swabs than would have 
been possible by the use of ordinary media. Neomycin 
sensitivities were determined by serial dilution in 
nutrient broth with subsequent culture to find 
bactericidal and bacteriostatic levels. Staph. pyogenes 
colonies were identified by colonial and morphological 
appearances and confirmed by slide and tube coagulase 
tests. Strains isolated from most lesions and some 
carriers were sent to Dr. R. E. O. Williams, who kindly 
determined the phage types. 

Blankets were examined for their degree of bacterial 
contamination by shaking them hard twice and holding 
them for 20 seconds over exposed blood-agar plates and 
incubating for 18 hours. 


Types and Incidence of Infected Lesions 


The incidence of tetracycline-resistant staphylococcal 
lesions of all types in the different wards of the two 
hospitals and out-patient departments, and the number 
of cases transferred from other hospitals and of those 
apparently infected in general practice, are recorded in 
Table I on a monthly basis. For the last 11 months 
the numbers of phage type 80 strains are also given. 
The cases from the geriatric wards include both sexes, 
as do the figures for the various out-patient and casualty 
departments. 


The male surgical ward at the Lister Hospital was 
most affected; this ward receives traumatic cases, 
emergency general surgery, and some cold general 
surgery and orthopaedic cases. The equivalent female 
ward was also affected, though less severely, as were the 
two medical wards. Fewer cases occurred at the North 
Herts Hospital, particularly after the cleaning 
operations. Apart from an improvement in_ the 
children’s ward the attempts at wholesale clearing of 
the other wards failed to alter the incidence of 
infection at the Lister Hospital. 


The anatomical pattern of infection in the different 
types of ward is shown in Table II. Primary infection 
of the skin, mostly minor, causing boils, furuncles, and 
whitlows in adults, and conjunctivitis and pemphigus in 
the newborn, accounted for 46% of all infections and 
53% of all type 80 ones. Cross-infection of wounds 
caused the majority of other cases, although, as will be 
seen, in male medical wards secondary infection of the 
respiratory tract was frequent. The different pattern 
in the medical and surgical ward demonstrates the ease 
of colonization and subsequent infection of any 
abnormal anatomical site. Healthy nurses were 
infected only on the skin, although the numbers affected 
were high (31 of a total nursing staff of 215). Cases on 
the geriatric wards were few, possibly due to the fact 
that théy were housed separately from the rest of the 
hospital and were nursed by a_ different and 
predominantly part-time staff. 


Sources of Infection 
Nearly all operation wounds were found to be 
satisfactory for the first few days and at the first 
dressing. In only three cases were the wounds 


discharging or breaking down at the first dressing. 
The cases in the male surgical ward at the Lister 


MA 


TABLE I.—Incidence of Lesions due to Tetracycline-resistant Staph. pyogenes (phage type 80 in parentheses) from July, 1956, to June, 1958 
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% Hospital had many more infected wounds than the 
surgical patients in the mixed medical-surgical ward, 
> = | P iar oa although the operating theatre and team were the same 
SSS RSS IR for both wards. It thus seems likely that these wounds 
were nearly all cross-infected in the ward. 
| |" The primary. skin infection and the secondary 
respiratory tract cases undoubtedly acquired their 
= infection in the ward, confirming the extent of cross- 
2 | infection in the hospital as a whole. 
| Auto-infection was difficult to prove in spite of 
| | extensive pre-operative swabbing, but two known nasal 
a Sesss SSSeséE ig | carriers of tetracycline-resistant strains were operated 
on and became infected at the operation site with a 
eas Se SSSEE la similar antibiotic-resistant strain. 
3 | og SSSSSS SE SES le Measures Taken to Reduce Cross-infection 
co- 
ie tne tees From November 30, 1957, to February 8, 1958, each 
| 4 ssse St §& x ward in turn was cleared by the technique of Shooter 
= | ee et al. (1957), except that the detergent-antiseptic mixture 
| Sess SES SESE “ deogen ” was used instead of sodium hypochlorite and 
the walls, ceilings, and floors were washed and not 
‘ aa Ss |. sprayed. The furniture and loose equipment were 
conme= an =o = similarly washed and the ward was reopened. As 
asas = routine measures, bedpans, baths, and washing-bowls 
| were disinfected or steam-sterilized after use. 
3 eennnaninnions pone Examination of 12 dirty blankets from the wards by the 
< g technique described above: yielded a mean growth of 
2 | — 715 colonies per plate, including some Staph. pyogenes. 
ei? Se ne After hospital washing with detergent the plates yielded 
a mean growth of 3.5 colonies, indicating that routine 
= laundering was effective. Hexachlorophane soap and 
1% chlorhexidine hand-cream were used by the staff in 
zx the wards. Nasal carriers among the patients and staff 
$ TI were treated with antibiotics intranasally as suggested 
by Gould and Allan (1954) and Gould (1955), except 
that the antibiotic used by us was neomycin. A little 
= | ointment containing 0.5% neomycin sulphate was 
~| | oo |e squeezed into the anterior nares three times daily for 
five days and once daily for a month. The carriers 
= len ee _ is among the nurses were advised to change their personal 
N A | mMonnOo mem Om OO [= linen and bed clothes frequently. Carriers among the 
= | pmo patients were bathed or blanket-bathed three times daily 
| with frequent linen changes and daily hair-washing. 
8 ee Persistent nasal carriers among the staff and some ‘ 
patients were investigated more thoroughly by 
= repeatedly swabbing five sites on the skin to determine 
< | sam once the extent of skin carriage and the need for special 
= — a treatment. Proved extensive skin carriage was treated 
5 25 TABLE II.—Distribution of Cases According to Type of Lesion for 
3 = an 11-Months Period 
4 
> | | Ble 
Staff 0 0 0 30 (20) | 1 @) 
Male surgical | 34(25) | 13 4 | 0 
3 Female ,, .. | 16 (8)| 4 (1)} 2 |0 9 (9) | 0 
~ 3.548 Male medical | 2 (2)| 2 (0)| 9 (4)| 2(2)/ 1) 1710) | 0 
w a: Female ,, 1 ()| 3 (2)| 0 2(1) | 0 9 (9) | 0 
Children 1 0 4 (2)|1@)| 7 2 (0) 
< 5 3 Male geriatric | 0 0 3 0 
3 2 Female ,, ..| 0 0 0 0 |0 3 (3) /0 
| 2 8 Maternity unit | 4 (3) | 0 19 
t 
3 2 3 Total .. | 70 (48) | 23 (10) | 30(13) | (3) |12 (8) |123 (93) | 4@ 
gs 3 NI —Primar, kin lesi include breast abscesses and neonatal con- 
2358 g infections include osteomyelitis, intestinal, and 
vaginal infections. Phage type 80 in parentheses. 
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by anal baths with hexachlorophane soap, frequent 
changes of underclothes, and the application of 1% 
chlorhexidine cream to the whole body, especially the 
axillae and perineum, and the continued use of 
neomycin ointment intranasally. 

After a ward had been cleaned and reopened only 
nurses who were known not to be nasal carriers were 
allowed inside it, and staff visiting it for any purpose 
whatsoever had to be known non-carriers. Patients 
transferred from elsewhere in the hospital were swabbed 
before transfer, but patients admitted direct from 
general practice were not swabbed before admission. 
Weekly nasal swabs were taken from staff and patients 
after reopening the wards. Patients who developed 
septic lesions infected with a_ tetracycline-resistant 
Staph. pyogenes were removed at once to an isolation 
ward of 13 beds and at first nasal carriers were also 
removed. The isolation ward became full and the 
pressure of emergency work prevented the closure of 
an additional ward to take the rest of the carriers. 
These were therefore energetically treated in the clean 
wards and persistent carriers transferred to the isolation 
ward as beds became available. 


Results 
Carrier State: Nurses 

Swabbing of nurses in November, 1957, revealed a 
higher carrier rate than had been demonstrated in trial 
swabbings in June and September: on December 6 
there were 51% nasal carriers among the nurses in the 
wards. The various measures adopted led to a rapid 
and substantial reduction in the carrier rate, as shown in 
the Chart. Twenty-four ward staff had detailed skin 
NURSES 60 75 4! 79 64 74 6s 6! 
PATIENTS 87 119 96 #3) «685 12) 107 1386 134 168 201 


so} NEOMYCIN INTRANASALLY 


@—e nurses 

so @---@ PATIENTS 
a 
= } 
30} 
4 
$20 
a 

WEEK ENDING 30 7 i4 28 2 


NOV. DEC. JAN. 
1958 


Weekly oattien of nasal carriers of tetracycline-resistant Staph. 

pyogenes among patients and nursing staff. Carriers treated with 

intranasal neomycin ointment after December 6, 1957. Non- 
carriers not treated. 


swabs taken, either because they had septic lesions in 
which there were tetracycline-resistant staphylococci or 
because they were found to be persistent nasal carriers. 
It was found that the presence of an infected lesion or a 
persistent nasal carriage in a nurse makes skin carriage 
probable; only five of the nurses selected for this 
swabbing as possible “skin spreaders” were ir fact 
proved not to be so. Of 17 skin carriers treated and 
followed up, 16 were clear of infection within four 
weeks, most being clear in one week. In spite of 
intensive local treatment and systemic novobiocin 1 g. 
daily for five days, one carrier continued to be positive, 


usually on several skin sites, for three months before she 
became clear, apparently spontaneously. 

These swabs were taken from the anterior hair line, 
one axilla, the perineum, and from under the great toe 
by the technique described. Sometimes only one skin 
site was positive, at other times several or all in any 
combination or sequence as shown in Table III. 


TaBLe III.—Distribution of Skin Carriage Among 26 Members oj 
the Staff, 18 Having Lesions and 8 Being Persistent Nasal 


Carriers 

Lesion, but no nasal or skin carriage .. inl ve ad 0 
a with nasal but not skin carriage ve 4 
- with no nasal carriage but one skin site positive i 2 


(one of these was carrying on the perineum, one on the toe) 
Lesion with nasal carriage and skin carriage in at least one site 12 
Perineum positive in 8, axilla in 8, toe in 7, and hair in 
Persistent nasal carrier but no skin carriage .. i 
»» carriers with skin carriage in at least one site 7 
(Perineum positive in 5, axilla in 1, toe in 4, and hair in 1) 


Of 32 medical staff under weekly supervision for three 
months at one time or another, 10 had positive nasal 
swabs. They were advised not to operate or do 
dressings, were not allowed in the clean wards, and 
were treated as were the nasal carriers among the 
nurses. All yielded negative swabs after a few days 
treatment and returned to work, continuing to use 
neomycin ointment. Of 115 administrative, clerical, 
and maintenance staff, only nine nasal carriers were 
found during four weeks’ weekly swabbing, which was 
then discontinued. One of these, however, was 
persistent, and subsequently developed a boil due to a 
phage type 80 strain. 


Carrier State : Patients 

The carrier rate among the in-patients dropped at the 
same time as that of the nurses but did not reach such a 
low level. The changes at weekly intervals are also 
shown in the Chart. Of the 1,927 swabs taken from 
patients during the 1l-weeks period, 281 (14.6%) were 
positive. Of the 195 patients who were positive at one 
time or another, 109 (56%) were so on first examination. 
Many of these were in hospital for less than three 
weeks, and these have been regarded as “ short-stay ~ 
patients. Those having three or more swabbings have 
been regarded as “ long-stay,” and it has been possible 
to obtain some information on the persistence of their 
carrier state. Those having at least three positive 
swabs in any five-weeks period have been regarded as 
persistent. Other patients have had isolated positive 
swabs with several negative ones. These occasional 
carriers have usually been positive only on first weekly 
swabbing and after neomycin treatment, not again. 
Sometimes positive swabs have been obtained within 12 
hours of admission, we think probably from infection in 
the ward, as a trial swabbing of 100 consecutive patients 
before admission to the ward yielded no carriers. 

Table IV shows the numbers of short- and long-stay 
carriers with their persistence and any associated 
infected lesion. 


TasLe IV 
Nasal Carriage | Total | With Lesions 

Negative | 13 
Short-stay patients .. | 88 | 5 
Negative | 184 
Long-stay ,, ional 83 | ? 
| Persistent | 21 | 2 

| 


Not unexpectedly, the longer an admission the greater 
the probability of any one patient becoming a carrier. 
The high proportion of positives on first swabbing, with 
fewer on subsequent occasions, is likely to be due to the 
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effect of intranasal neomycin ointment, but, as Table IV 
shows, sporadic acquisition of nasal carriage among 
long-stay patients is frequent. The 21 persistent carriers 
were energetically treated with all the measures 
described above, none, however, being converted to a 
carrier-free state. On the other hand, 24 patients with 
infected lesions never became nasal carriers. 

After clearing the wards sporadic nasal carriers 
reappeared among the patients during the next few 
weeks. The patients transferred to these clean wards 
were proved not to be nasal carriers before transfer, but 
it was shown that they provided the source for 
reinfection of the clean wards either by skin carriage 
or from an unidentified staphylococcal lesion, most 
often low-grade bronchitis. In view of the failure of 
the general attempts at reducing cross-infection, on the 
advice of Dr. R. A. Shooter and Dr. R. E. O. Williams 
all the staff and patients of the two surgical wards at 
the Lister Hospital were treated with neomycin 
ointment intranasally. This was continued three times 
daily for six weeks whether the patients and staff were 
carriers or not, and the incidence of carriers and lesions 
was compared with those in the two medical wards. 
The results of this experiment are shown in Table V, 
in which it is apparent that, in the heavily infected male 
surgical ward at least, no advantage was to be gained by 
the treatment. 


Infection Among Out-Patients 
Cross-infection of tetracycline-resistant staphylococci 
has been frequent in the hospital out-patient department 
throughout the two-year period. Cases discharged from 
the wards are dressed in the out-patient department and 
provide continuing foci of infection there. Patients 
previously infected in general practice were infrequent 
until January, 1958, since when 15 cases have occurred, 
10 of which were of phage type 80. Infected cases from 
other hospitals were also rare until the same time, but 
nine have been seen since. These two additional 
sources for antibiotic-resistant strains have further 
increased the difficulties of controlling cross-infection. 
Cases identified before admission were received into the 
isolation ward, attempts being made to determine the 
bacteriology of infected lesions wherever possible. 
Two patients with minor septic lesions not included in 
the Chart were infected by contact with a known 

infected patient discharged from hospital. 


Phage Types and Antibiotic Resistance 


Throughout, the investigations were concerned only 
with tetracycline-resistant Staph. pyogenes. Tetra- 
cycline-sensitive strains were infrequently isolated 
except from swabs received from septic lesions infected 
outside the hospital, and those that were found were 
ignored from the point of view of control of infection. 
All the tetracycline-resistant strains were also resistant 
to penicillin and many were also resistant to 


streptomycin. Out of the 309 strains submitted for 
phage-typing, 213 belonged to group I (198 were type 
80), 8 were group II, and 88 were group III. The latter 
included 10 erythromycin-resistant strains, most of 
which were phage type 75/77. No strains resistant 
to chloramphenicol, novobiocin, vancomycin, or 
neomycin were found. Strains isolated from six nurses 
with persistent nasal and skin carriage who had been 
treated with neomycin intranasally were all sensitive to 
neomycin (bacteriostatic at 1.25 yg./ml., bactericidal at 
1.25 to 5 yg./ml.), and no resistant strains were found 
from the wards in which all patients and staff were 


‘treated with this antibiotic. 


Discussion 

In order to reduce cross-infection between patients it 
is necessary to review the sources of infection, the 
depots in which the infecting organism may persist, and 
the means of their conveyance (Starkey, 1956). Our 
attempts at the control of cross-infection in the Hitchin 
Hospitals were concerned with these three sets of 
factors simultaneously. The distribution of infection 
was heavy and widespread enough to necessitate these 
attempts in the two hospitals as a whole. 

The methods of cleaning the wards and their 
equipment have been used in previous outbreaks of 
cross-infection in other hospitals. The review of 
nursing procedures in the wards revealed no major 
flaws in hygiene, and the measures introduced are 
believed to be as satisfactory as could be hoped for, 
considering the density of beds and the pressure of work 
in a hospital dealing mainly with emergency admissions. 

The failure to reduce the incidence of cross-infection 
in all its forms after considerable upheaval of hospital 
work was disappointing. The initial drop of the carrier 
rate among patients and staff had been encouraging, and 
it seemed that the persistence of a few nasal and skin 
carriers with the presence of unidentified infected 
lesions provided foci for further spread. Our investiga- 
tions of the ward recurrences after cleaning suggest that 
both these factors play a part, often together. 

Intranasal neomycin ointment appeared to be 
effective for the majority of nasal carriers among the 
staff, although some persistent carriers remained 
despite treatment vigorously applied. Both intranasal 
and skin treatment were less effective among the 
patients, nasal carriers continuing to appear during the 
six-weeks trial of intranasal neomycin in all carriers 
and non-carriers. Persistent carriers among the patients 
were particularly difficult to clear, and we think that 
this difference between the results of treatment among 
nurses and patients was due to the density of infection 
in the wards and the greater chances of reinfection to 
those who are continually within them. Our experience 
of investigating recurrence of infection after cleaning 
wards convinces us that, under the conditions of busy 


Taste V.—Number of Patients Swabbed (a), the Number of Nasal Carriers Found (b), and the Number of New 
Lesions Occurring Weekly (c), During a Six-weeks Trial of Neomycin Treatment, Starting March 30, 1958. 


Carriers and Non-carriers all Treated 


March 29 | April 5 April 12 April 19 April 26 May 3 

Week Ending: — 

a b c a b | c a | b | c a | b | c a | b c a b | ¢ 

Male surgi ted .. | 25 7 o | 2 1 1 | 26 q | 4 | 22 s | ‘twtr $i 1| 0 

Male medi 18 0 o | 22 

fone — 28 | #1 Oo | 24 2 1 | 25 1 | 27 4 0 | 20 3 0 
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medical and atin work, barrier-nursing in a side- 
room is ineffective. The barrier-nursing included the 
use of gowns, but patients were attended by any member 
of the staff on duty, as was done in the investigation of 
spread of staphylococci in a surgical ward at St. 
Bartholomew's Hospital by Shooter et al. (1958). 
These workers, however, found barrier-nursing effective. 


The initial determination of the carrier rate provides 
evidence of the density of infection among patients and 
medical, nursing, and lay staff, and may indicate the 
lines along which preventive measures should be 
directed. Subsequent swabbing identifies carriers to be 
treated with neomycin. It will 
carriers, on whom detailed skin swabs may show 
widespread carriage and ah accompanying danger of 
dispersal. Our findings are in agreement with those of 
Hare and Ridley (1958) in suggesting that the perineum 
in both sexes is a potent source of staphylococci. 


Once neomycin treatment has been instituted the 
density of nasal carriage, or its absence, does not 
indicate the likelihood of infected lesions occurring. 
The tedious procedure of weekly nasal swabbing 
throughout a hospital is therefore of practical value 
only if the carriers so identified can be isolated. Owing 
to shortage of nurses and wards and the pressure of 
emergency work, even during a period in which all 
routine admissions were stopped, it was impossible to 
provide sufficient isolation beds to do this. We feel that 
in so widespread an epidemic no measure short of an 
isolation policy of this magnitude is likely to do more 
than reduce the incidence of infected lesions. 


In the first six months of 1958 it became clear that 
there was an increasing depot of infection of 
tetracycline-resistant strains, including phage type 80, in 
the population of the area. Some of this had been 
derived from the epidemic in the Hitchin Hospitals, 
some from other hospitals, and 17 cases had no 
determinable contact with hospital infection. 


Although the majority of infections with strains of 
phage type 80 that we have seen had been mild, a few 
severe cases, including one of peritonitis after 
laparotomy and one of septicaemia with a carbuncle in 
a nurse, show that this is not always so. Most of the 
minor lesions have been primary skin infections such as 
boils, small spots, and carbuncles, The strain was first 
identified by Rountree and Freeman (1955), when it was 
isolated from skin lesions, and it appears to have an 
unusually great tendency to colonize normal or 
abnormal skin. In old and debilitated people this 
strain may produce severe bedsores and infect the lungs, 
being partly or wholly responsible for a terminal 
bronchopneumonia. Clinically, the strain appears 
both more virulent and more invasive than other group 
1 or group III strains, but experimental evidence of this 
increased virulence is lacking (Elek and Conen, 1957). 


Widespread infection of a hospital with this strain 
leads to increased risks to patients admitted for any 
reason whatsoever and results in an increase of septic 
lesions among nurses. Attempts to eliminate the 
infection from the hospital have failed and cases of 
cross-infection continue to appear. It is felt that no 
measure short of reduction of emergency work as well 
as routine admissions would provide enough isolation 
beds to remove carriers as well as patients with lesions, 
and that, with foci of infection in the population of the 
area, elimination of the infection is not a practicable 
proposition. 


identify persistent 


Summary 

A hospital epidemic of cross-infection due to 
Staphylococcus pyogenes phage type 80 is described. 

Attempts at wholesale elimination of the infection 
were undertaken and failed. 

Inability to isolate carriers as well as patients and 
staff with infected lesions appeared to be a major factor 
in the failure to eliminate phage type 80 strains. 

High initial carrier rates among patients and staff 
improved after treatment, but there continued to be 
some persistent nasal and skin carriers in spite of 
treatment. 

Foci of infection of phage type 80 and other 
tetracycline-resistant strains are increasing in the 
population in general practice, and it has proved 
necessary to provide isolation facilities for these cases 
identified before admission. 


We are indebted to Dr. R. E. O. Williams and Dr, 
Patricia Jevons for determining the phage types and to 
them and Dr. R. A. Shooter for much advice. We thank 
the medical staff, the matron and nursing staff, and the 
hospital secretary, Mr. B. D. M. Smith, for wholehearted 
co-operation in our attempts at controlling this infection, 
and in their forbearance in the disruption of hospital life 


involved. 
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-FLUOXYMESTERONE 
A NEW ORAL ANDROGEN 
BY 


RICHARD M. BUCKLE, M.B., M.R.C.P. 
Junior Registrar, St. Bartholomew's Hospital, London 


Male hypogonadism, be it primary, or secondary to 
hypopituitarism, requires androgen therapy, and 
treatment has become possible as the-result of the 
synthesis of testosterone from cholesterol (Ruzicka and 
Wettstein, 1935 ; Butenandt and Hanisch, 1935). Initially, 
intramuscular injections of free testosterone three to 
seven times a week were employed. Subsequently, 
derivatives have been synthesized in an endeavour to 
produce more potent androgenic activity and a longer 
duration of action. Testosterone propionate in oily 
solution required to be injected intramuscularly only 
two to three times a week ; crystalline suspensions were 
developed for injection every one to two months ; and 
solid implants of testosterone or the propionate required 
insertion every three to four months (Miescher, 
Wettstein, and Tschopp, 1936; Deanesly and Parkes, 
1937 ; Foss, 1937 ; Biskind, Escamilla, and Lisser, 1941). 
The disadvantage of these preparations is that they are 
largely inactive when taken by mouth, owing to their 
destruction by the liver. 
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An advance in treatment followed the production of 
methyltestosterone, which, when given orally, was shown 
to be active in castrated rats (Miescher and Tschopp, 
1938), and later its potency was confirmed in man. Taken 
in this way, only about one-third is destroyed by the liver, 
but this is sufficient to make oral therapy expensive. 
When administered sublingually, methyltestosterone is 
partially absorbed through the buccal mucosa directly 
into the systemic circulation, hepatic inactivation thereby 
being avoided. Both oral and sublingual methyl- 
testosterone produce satisfactory results for maintenance 
therapy, although the latter method is time-consuming 
for the patient, as the tablets take up to half an hour 
to dissolve (Foss, 19392; McCullagh, 1940; Kearns, 
1941; Tager and Shelton, 1941; Byron and Katzen, 
1941 ; Spence, 1940, 1942). 

An androgen which is more potent weight for weight 
than methyltestosterone, and which would be effective 
as an oral tablet, would therefore be of considerable 
value. Fluoxymesterone (“ ultandren ” ; 9a-fluoro-11£- 
hydroxy-17-methyltestosterone) is one of a group of 
fuorine-substituted derivatives of methyltestosterone 
which have recently been synthesized and shown to have 
androgenic and anabolic properties in castrated rats 
(Herr and Heyl, 1953 ; Lyster, Lund, and Stafford, 1956 ; 
Herr, Hogg, and Levin, 1956). Fluoxymesterone was 
found to be the most potent of these fluorine derivatives 
when administered to animals. ; 
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Fluoxymesterone 


The purpose of this paper is to describe the results of 
the oral treatment of eunuchism and male hypogonadism 
with fluoxymesterone, and to compare them with 
methyltestosterone. 


Methods and Results 


The therapeutic effects of androgens have been 
summarized previously (Foss, 1939b; Spence, 1940; 
Escamilla and Lisser, 1941), and consist of subjective 
and objective manifestations. 

Subjective Manifestations.—These are the first to 
appear, occurring within 48-72 hours of the beginning 
of therapy, and are the first to be lost if androgens are 
discontinued. They consist of a feeling of general well- 
being, increased power of endurance, a greater feeling 
of self-confidence and optimism, together with more 
initiative. There is an increase in sexual desire and 
potency, and erections increase in strength and 
frequency, while there are a greater number of nocturnal 
emissions. 

Objective Manifestations—These are delayed in 
appearing after the institution of hormone therapy and 
are correspondingly slow to disappear on discontinuing 
treatment. Two to five months after the start of 
treatment there is deepening of the voice, the penis grows 
in length and girth, and the scrotum becomes more 
pendulous and its skin corrugated. Growth of hair in 
the axilla, on the chest, and in the pubic region is slow 


in appearing, whilst beard growth is the last to be 
stimulated. The body weight increases and _ the 
configuration becomes masculine. 

The 10 patients in this trial had previously received 
maximal androgenic replacement. In nine this consisted 
of daily sublingual methyltestosterone in doses of 20- 
40 mg. daily. The remaining patient (Case 2) had 
testosterone implants, 4 <x 100 mg. four-monthly. It 
was not justifiable to withhold previous treatment to 
allow signs of androgen deprivation to occur, before 
starting fluoxymesterone. Subjective manifestations 
were therefore used as the criteria of adequacy of 
dosage of the latter drug. 

At the start of the trial the patients were questioned 
regarding their psychiatric state and their sexual 
behaviour, and were examined fully. Fluoxymesterone 
was administered as 1-mg. scored tablets, initially in low 
dosage and subsequently increased if necessary. The 
patients were seen at monthly intervals, examined, and 
questioned concerning their general and psychological 
state and their sexual desire or drive, the strength and 
number of erections, the occurrence of ejaculations, and 
the frequency of nocturnal emissions. The objective 
signs of androgenic stimulation were observed on each 
attendance, and at the end of the trial, to assess whether 
the previously produced secondary sexual manifestations 
had been maintained. The patients were weighed, their 
blood pressures were recorded, and any evidence of fluid 
retention and oedema was carefully sought. 

It has previously been shown that the estimation of 
androgen excretion products in the urine is of little value 
in confirming the clinical improvement produced by 
testosterone therapy (Biskind et al., 1941) ; consequently 
such determinations were not performed in this trial. 

The results are summarized in Table I. It will be 
seen that in all patients, apart from Case 7 (in which 
there is a marked psychogenic element), fluoxymesterone 
is a fully active androgen. It is able to maintain the 
improvement produced by previous androgen treatment. 
After two to six months’ (average four months’) therapy, 
there was no objective evidence of androgen deficiency. 
The dosage varied from two to four mg. a day, with 
an average of 2.5 mg. a day. 


Case Reports 


Ten patients were selected for the trial. Nine had 
primary hypogonadism (two were eunuchs, the remainder 
being eunuchoids) and one had pituitary infantilism. 


Case 1.—First attended 24 years previously, when aged 37. 
His development was normal. Married for 13 years; one 
daughter aged 12 years. Five years previously had mumps 
and orchitis. Since then gradual loss of potency, erections 
feeble, and coitus only once every three to four weeks. 
Examination showed a male body configuration. Penis and 
scrotum normal. Right testis half normal size, left testis 
normal size. Axillary, pubic, and facial hair normal. 
Diagnosis—eunuchoidism. Previous treatment: sublingual 
methyltestosterone 30 mg. a day. Result: libido increased, 
erections strong and frequent, coitus three or four times a 
week. 

Case 2.—First attended 6 years previously, aged 24. Attack 
of mumps at 10 years but no history of orchitis at that time. 
He has never developed sexually. Slight gynaecomastia and 
female body configuration. Penis infantile ; scrotum small 
and smooth ; testes size of lentils. Pubic hair sparse and 
female pattern, no hair on the face ; facial appearance that 
of a boy of 12. Voice unbroken, Shy young man, libido 
slight, no girl friends, erections infrequent, no nocturnal 
emissions. Diagnosis—eunuchoidism. Previous treatment: 
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initial testosterone propionate intramuscularly, 50 mg. three 
times a week, and later testosterone implants ; sublingual 
methyltestosterone unsatisfactory; maintained on_ testo- 
sterone implants 4 x 100 mg. every four months. Result: 
penis and scrotum enlarged to adult proportions ; axillary 
and facial hair normal (shaves once a day); pubic hair 
increased (female distribution) ; general well-being improved ; 
erections frequent, three or four times a week, nocturnal 
emissions once a month ; still no interest in girls. 

Case 3.—First attended 8 years previously, when aged 24, 
with lack of sexual development. At 3 months had operation 
for bilateral inguinal hernia. Failed to mature at puberty 
and voice did not break. At age of 18 started on small 
doses of androgens. Feminine type of body configuration. 
Penis normal size, scrotum small, testes absent. Axillary 
and pubic hair sparse. No hair on trunk or face (does not 
shave), Voice high-pitched. Shy, with little interest in 
sex ; erections infrequent, no nocturnal emissions. Diagnosis 
—eunuchism. Previous treatment: sublingual methyl- 
testosterone, 20 mg. a day. Result: increased hair growth, 
shaves three or four times a week. Erections frequent, five 
or six a day, nocturnal emissions once a week. 

Case 4.—First seen 7 years previously, aged 20, 
complaining of poor sexual development. Female body 
configuration. No axillary hair; sparse pubic hair ; facia! 
hair absent (does not shave). Penis minute, scrotum small 
and smooth, testes absent. Voice unbroken. Shy and 
diffident ; erections weak and very infrequent, once a month ; 
no nocturnal emissions. Diagnosis—eunuchoidism. Treat- 
ment: initially intramuscular testosterone propionate, 
50 mg. three times a week, and later testosterone implants, 
4 * 100 mg. every four months. Maintained on sublingual 
methyltestosterone 30 mg. daily. Result: increased hair 
growth ; axillary hair normal, pubic hair abundant (female 
pattern); shaves three times a week; penis normal size ; 
increased feeling of self-confidence; has got married ; 
erections strong, intercourse twice a week with ejaculation. 

Case 5.—First attended one year previously, aged 30. 
Referred with infertility. Married 34 years. Axillary hair 
sparse, pubic hair scanty and of female distribution. Penis 
and scrotum normal, testes small } by 4 in. (2 by 0.6 cm.). 
Voice broken. Intercourse satisfactory, once a month. 
Diagnosis—eunuchoidism. Previous treatment: sublingual 
methyltestosterone, 30 mg, a day. Result: sexual desire 
increased, potency improved, intercourse twice a week. 
erections strong. 

Case 6.—First attended 9 years previously, aged 25, 
complaining of sterility. At age 12 years ? mumps with 
swelling of testes. Body configuration male, with genu 
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valgum. Penis small, scrotum small and smooth, teste; 
size of lentils. Axillary hair normal, pubic hair presen; 
(female pattern), no hair on face or chest (never shaved) 
Voice normal. Married ; potency poor ; erections infrequent, 
with no ejaculations. Diagnosis—eunuchoidism. Treated 
initially with testosterone propionate intramuscularly 30 mg 
twice a week ; later testosterone implants 4 x 100 mg. ever 
four months; finally maintained on methyltestosterone 
sublingually 30 mg. a day. Result of treatment: increase jp 
hair, shaves daily ; intercourse satisfactory once a week. 
erections normal. 

Case 7.—First attended 7 years previously, aged 38 
complaining of lack of development and impotence. Jp 
childhood only one testis descended. At puberty no sexual 
development, although the voice broke slightly. At the age 
of 36 married, but intercourse unsatisfactory and infrequent, 
Body configuration male. Penis minute, scrotum small and 
smooth. Right testis impalpable, left testis size of a lentil, 
Axillary hair sparse, pubic and facial hair scanty, shaves 
infrequently ; voice high-pitched. Sexual desire poor, 
intercourse infrequent, erections weak. Diagnosis— 
eunuchoidism. Previous treatment: injections of testo- 
sterone propionate, 50 mg. three times a week, followed 
later by testosterone implants 4 x 100 mg. every three 
months ; finally maintained on sublingual methyltestosterone 
40 mg. a day. Result of treatment: voice broke; 
axillary, pubic, and facial hair increased, shaves daily ; penis 
enlarged to adult size, sexual desire increased, erections 
strong, intercourse satisfactory, once or twice a week, with 
ejaculation. 

Case 8.—First attended 8 years previously, aged 27, 
complaining of lack of development. Attack of mumps 
orchitis at 12 years. Body configuration male. Penis small, 
scrotum normal, testes 1.5 by 1 cm. Axillary hair scanty, 
pubic hair scanty and of feminine distribution, no hair on 
face, never shaves. Voice broken. Shy and diffident; 
unmarried but interested in women, Erections infrequent, 
no nocturnal emissions. Diagnosis—eunuchoidism. Treated 
initially with testosterone propionate, 50 mg. intramuscularly 
twice a week, and later with testosterone implants, 4 x 
100 mg. every four months. Finally maintained on 
methyltestosterone sublingually, 20 mg. a day. Result of 
treatment: increased growth of hair ; growth in size of penis; 
felt better ; married, and intercourse frequent (three times a 
week) and satisfactory, erections strong. 

Case %—First attended in 1958, aged 32. Right 
orchidectomy for tuberculous epididymitis in 1947 ; one year 
later left orchidectomy for tuberculosis of other testis. Body 
configuration, normal male appearance. Penis normal adult 


TABLE I.—Summary of Results 


Fluoxymesterone Dosage Weight Blood Pressure 
Previous (mg.) Dosage 
Mainten- Compared with Fluoxy- Ratio of Months ! 
reat- mesterone: nitia 
ment !Assessment) Methyltes-| corded 
1/4] tosterone st.Ib. | kg. | st.Ib. | kg. 
1 | 39 | Eunuchoid | M.T. | — i-i4 | | } 2 mg. 1:15 2 10-9 67-6 10-10 68 120/80 125/80 
| 30 mg. | 
2 | 30 | T.P. Sor 4 | 109 | 676 | 1010 | 68 | 115/70 | 115/70 
implants } | 
4 | | 
3|32| Eunuch | MT. | —| + | 1:10 | | 9 592 | 9 7 | 603 | 12080 120/85 
| 20 mg. day! | 
4 | 27 | Eunuchoid 1:7-5 | 5 10 1f | 685 | 10 13 69-4 | 115/70 115/70 
mg. day | | , 
M.T. | rr | —| + 1:10 24 10 10} 682 | 10 65-8 | 120,75 | 120/75 
30 mg. ‘day | 
6| 34 o on | }—]+ | 23. 1:12 6 14 4 90-7 | 14 4 90-7 | 120'80 | 120/80 
7 | 45 | |- te 2+ 12 1 766 | 12 3 77-6 | 125/80 | 130/80 
mg. ‘day; | 
8 | 35 M.T. | + | | 2 1:10 | 6 1s 3 966 | 15 2 96-1 | 130/80 | 140/80 
20 mg. ‘day 
9 | 32 | Eunuch | 2. 1:125| 3 | 15 0 | 953 1s 1 | 95-7 | 125/80 | 130/80 
25 mg./day | | 
10 | 21 | Pituitary - - + . Bw 1: 12-5 4 9 6 59-9 9 8 60:8 | 120/80 | 120/80 
* Note: —=Not so effective. + <As effective or more effective. M.T.= Methyl testosterone. T.P.=Testosterone propionate. There was no change 


in objective symptoms and signs in any patient and oedema was not present. 
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size, scrotum empty. Axillary and facial hair normal 
(shaves daily) ; pubic hair abundant, female pattern. Sexual 
desire waning ; intercourse once a week, erections weak. 
Diagnosis—eunuchism. Treatment: sublingual methyl- 
testosterone, 25 mg. a day, and this maintained his normal 
sexual potency. 

Case 10.—First attended 4 years previously, aged 17, 
with the complaint of dwarfism. Normal birth and early 
development. Severe head injury at age 4 years (? fractured 
base of skull). Delayed growth noted at 12 years. Height 
at age 17, 60 in. (152 cm.), symphysis to ground 31 in. 
(78.7 cm.), symphysis to vertex 29 in. (73.6 cm.) ; span 61 in. 
(155 cm.). Weight 96 Ib. (43.5 kg.). Penis infantile, scrotum 
small and smooth, testes the size of peas, right testis 
retractile. No facial or body hair, Voice unbroken. 
Physical examination otherwise normal. X-ray film of 
pituitary fossa normal; urinary 17-ketosteroids, 1 mg./ 
24 hours. B.M.R. —22%. Diagnosis—pituitary infantilism. 
Treated with chorionic gonadotrophin, 100 units intra- 
muscularly twice a week, and tab. thyroid. B.P., 1 gr. (65 mg.) 
daily, and later with testosterone propionate intramuscularly, 
50 mg. twice a week, and then testosterone implants, 4 x 
100 mg. every four months ; finally maintained on sublingual 
methyltestosterone, 25 mg. a day. Result of treatment: 
total height 67} in. (172 cm.), symphysis to ground 364 in. 
(92.7 cm.), symphysis to vertex 314 in. (79.3 cm.), span 694 in. 
(176.5 cm.), weight 135 Ib. (61.2 kg.) ; increase in body and 
facial hair, shaves twice a week ; penis normal size, testes 
the size of marbles ; nocturnal emissions once a week. 


Discussion 


For the initiation of the treatment of hypogonadism 
much larger doses of androgens are necessary than for 
maintenance ; for this initial treatment intramuscular 
testosterone propionate has been preferred, implants 
being difficult to control adequately and oral therapy 
requiring large dosage. For maintenance treatment, 
however, sublingual or oral therapy is the most 
convenient. 

In this trial the potency of fluoxymesterone was 
assessed on a subjective basis, and a measure was 
obtained by comparing the dosage with that of previously 
administered sublingual methyltestosterone. Fluoxy- 
mesterone is seen to have a much greater potency, being 
7.5 to 15 times (average 11.25) as active (weight for 
weight). These figures correspond with those found in 
castrated male rats (Lyster e7 al., 1956). 


The disadvantage of previous oral androgen therapy 
has been the high dosage necessary. Although the dosage 
of testosterone for maintenance therapy in hypogonadism 
is variable from patient to patient, average requirements 
have been determined. Testosterone propionate intra- 
muscularly is required in doses of 40-50 mg. a week, 
equalling 6-7 mg. a day (Foss, 1937, 1939b; Spence, 
1940) ; testosterone implants, 300-500 mg. every three to 
four months, equalling 3-5 mg. a day (Spence, 1940; 
Biskind et al., 1941). Sublingual methyltestosterone is 
very much less potent weight for weight than parenteral 
therapy ; average maintenance dosage varies from 10 to 
30 mg. a day (Foss, 1939a ; Escamilla and Lisser, 1941 ; 
Byron and Katzen, 1941; Tager and Shelton, 1941 ; 
Spence, 1942; Escamilla and Gordan, 1950). Gordan 
(1956) found that the maintenance dose of 
fluoxymesterone was 1.5—2 mg. a day. In this series the 
daily requirement varied from 2 to 4 mg., with an 
average of 2.5 mg. a day. 

It is apparent from Table II that on a weight-for- 
weight basis oral fluoxymesterone is the most potent 
androgen so far investigated. 
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TABLE II.—Comparison of Maintenance Requirement of 
Androgens in Hypogonadism 


| Dose 


Period Daily 
Testosterone propionate (oily solutions) 
by intramuscular injection. 
authors) ‘ 40-50 mg./wk 6-7 mg 
Testosterone by implantation. (Vari- 
ous authors) 300-500 mg./ 
3-4 mths 35 ,, 
Sublingual or oral methyltestosterone. 
(Various authors) 10-30 ,, 
methyltestosterone. (Present 
Oral fluoxymesterone he 24 2: mg. 


The tablets of fluoxymesterone were normally 
swallowed; in two patients it was administered 
sublingually, but in neither case did this increase its 
potency. 

Fluoxymesterone was employed for periods of two to 
six months—sufficient time to see whether subjective 
signs of androgen deficiency developed. None were 
detected. 

Only one previously untreated eunuchoid (not 
tabulated) has been seen in the endocrine clinic since 
this trial was started. He has received doses of 6 mg. 
of fluoxymesterone daily. Subjective improvement had 
already occurred after three weeks, but it is too early 
to assess how successful oral fluoxymesterone will be 
in initiating treatment. 

Lyster et al. (1956) showed that, in castrated rats, 
fluoxymesterone had potent anabolic, in addition to 
androgenic, activity. In the present series the anabolic 
action was not disproportionately greater than the 
androgenic, no patient gaining more than 5 Ib. (2.27 kg.), 
the average weight gain being | Ib. (0.45 kg.). 

Androgens have salt-retaining properties, as has been 
demonstrated in animals and confirmed in man when 
treated with large doses (Thorn and Harrop, 1937: 
Kenyon, 1938; Kenyon, Sandiford, Bryan, Knowlton, 
and Koch, 1938). It might have been anticipated that 
fluoxymesterone, being a hydroxy-substituted steroid 
and having a fluorine atom attached to ring 3, would 
show this property in an exaggerated manner. However, 
in no case was there any clinical evidence of oedema, 
and if any gain in weight was due to water retention this 
only amounted to an average of | Ib. (0.45 kg.). 


Summary 

Fluoxymesterone (ultandren) was administered to 10 
patients with eunuchism and hypogonadism, in nine of 
whom it was found to be an effective oral androgen for 
maintenance therapy. The pofency was 7.5 to 15 times 
(average 11.25) greater than that of sublingual methyl- 
testosterone. The maintenance dosage varied from 2 to 
4 mg. (average 2.5 mg.) a day. Comparison with the 
average daily doses of the other androgenic preparations 
used in clinical practice shows it to be the most potent 
yet investigated. There were no undesirable side-effects ; 
no patient gained weight excessively. No fluid retention 
was detected. Fluoxymesterone is fully active when 
taken orally, there being no necessity for sublinguai 
application. 


I thank Dr. A. W. Spence for suggesting this trial and for 
allowing me to conduct it in the endocrine clinic at 
St. Bartholornew’s Hospital. I also thank Dr. C. D. 
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Falconer, of the Ciba Laboratories Ltd., for his kind help 
and for generous supplies of ultandren. 
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EFFECT OF PENICILLIN THERAPY ON 
OCCURRENCE OF SECOND ATTACKS 
IN SCARLET FEVER 


BY 
ELLI JANSSON, M.D. 
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From the Third and Fourth Departments of Aurora 
Hospital, Helsinki, Finland 


Scarlet fever has been regarded as a good example of an 
infection which bestows a fairly permanent immunity, 
so that before the use of antibiotics second attacks of 
the disease were uncommon. Thuresson (1942), for 
example, over an observation period of five and a half 
years, recorded secondary attacks in 1.5—2.1%, while 
Strém (1954) gave rates of 0.7-1.2% over a period of 
nine and a half years. Such figures, it should be noted, 
refer to “late secondary attacks” in which the second 
illness occurred at least three months after the first 
infection. It is probably wise to separate these late 
recurrences from “early secondary attacks,” not only 
because it may take some time for full immunity to 
develop but, perhaps more important, because many of 
the early recurrences may result from secondary 
infection in hospital or at home by a different 
type of streptococcus before immunity can be effectively 
acquired. 

During the past ten years penicillin has become the 
standard method of treatment for scarlet fever, with 
obvious and immediate efficacy. One interesting aspect, 
however, has been the apparent weakened immunity, 
with a consequential frequency of secondary attacks. 
We have therefore studied this problem by analysing the 
admissions to our unit. The investigation is solely 
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concerned with the incidence of secondary attacks in 
patients whose first attack was treated with penicillin, 
and especially in the incidence of late recurrences, since 
these seem most likely to reflect the antitoxic immunity 
bestowed by the antibiotic-treated disease. 


Material 

Our material comprises 7,837 cases of primary scarlet 
fever admitted to Aurora Hospital (formerly the 
Hospital for Contagious Diseases, Helsinki) in the 
10-year period 1947-56, all of which were treated with 
penicillin (Fig. 1). 

In Finland the physician is obliged by law to notify 
every case of scarlet fever to the health authorities. In 
Helsinki such cases are treated either at Aurora Hospital 
or at the patient’s home, under the supervision of the 
health authorities. During recent years an increasing 
proportion of cases have been treated at home, so that, 
although in 1951 only 19% were not admitted to hospital, 
by 1956 the proportion had increased to 59%. For 
this reason, and because of the exclusion of a small 
number of patients without antibiotics or with antibiotics 
other than penicillin, the present series represents only 

% of the new cases of scarlet fever in Helsinki notified 
to the health authorities during the period as a whole. 

The statistics of second attacks are collected from the 
beginning of 1947 to the end of 1957—that is, a period 
of one year longer than that in which the series of 
primary cases was observed. The mean observation 
time is thus six and a half years. Secondary attacks 
treated in hospital were easily abstracted. The 
physicians’ obligation to notify the health authorities of 
the cases treated at home made it possible to obtain 
records of those patients who contracted scarlet fever 
again and were treated at home. The annual distribution 
of scarlet fever cases treated with penicillin and the 
number of second attacks are shown in Fig. 1 and 
Table I. 


Results 
During the period of observation, 501 (6.4%) patients 
suffered a second attack of scarlet fever ; of these cases, 
108 (1.4%) were early second attacks and 393 (5%) were 
late second attacks. All but 84 of these second attacks 
were treated in hospital. 
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Fic. 1.—New scarlet fever patients treated with penicillin in 
Aurora Hospital in 1947-56 and the early (black column) and 
late (white column) second attacks observed in them yearly. 
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TaBLe I.—Annual Number of New Scarlet Fever Cases Treated with Penicillin in Hospital and of Second Attacks Diagnosed 


Year 1947 | | *$2 "53 54 "55 "56 Total 

Total admissions of scarlet fever ; 337 458 296 2,62 1,809 | 713 651 SIS} 241 | 1949 | — 7,837 
Early second attacks 2 ! 38 43 9 | 9 | 1 | — 108 
Late wis — | 39 90 | 69 62 70 | #34 20 7 393 


” ” 


TABLE II.—Distribution of Second Attacks of Scarlet Fever According to Year in which First Attack Occurred 


| 
Year 1947 | "48 | "49 
Total admissions of scarlet 
fever ; ee 37 458 296 2,623 
Late second attacks va 20 | 22 19 155 
Percentage incidence ; 5-9 48 6-4 5-9 


It is interesting to note that the number of early secon- 
dary attacks was large in 1950 and 1951, when there was 
a considerable epidemic of scarlet fever in the city, but 
has subsequently diminished steadily, so that in 1955-6 
there was only one case. On the other hand, late secon- 
dary attacks, which began to occur consp:cuously after 
the start of the epidemic in 1950 and attained a peak in 
the second year of the epidemic, have continued to occur 
frequently even when the epidemic had abated. In 
some years, indeed, such secondary attacks have 
accounted for as much as 15% of all hospital-treated 
scarlet fever cases (Forssell, Oker-Blom, and Klemola, 
1955). A further point of interest is that 42 (0.5%) of 
our patients had scarlet fever more than twice during the 
observation period—namely, 36 had it three times, 4 had 
had it four times, 1 patient had it five times and another 
six times. 

In Table II the late second attacks are arranged 
according to the year in which the scarlet fever was 
contracted for the first time. It shows that, until the 
last three years of the observation period, the proportion 
who subsequently developed a further attack was roughly 
the same. The shortness of the observation period and 
the lessened likelihood of a second attack after the 
scarlet fever epidemic was over must have contributed 
to the smaller number of late second attacks in the last 
few ‘years. Obviously, however, some _ other 
epidemiological factors have also had an influence on 
this point. That there were only two late second attacks 
(Table I) by the beginning of 1950 should be noted in 
this connexion. The matter is considered below. 

The incidence of second attacks in the different age 
groups is shown in Table III. The disposition to both 
early and late secondary attacks is greater in younger 
than in older patients. It would seem that there is little 
difference up to the age of 7 years, but from 7 to 15 
the proportion falls, and is lowest in those over 15 years. 
These differences are statistically significant. 

Fig. 2 shows the length of the interval between the 
primary occurrence of the disease and the second attack. 
Late second attacks were most frequent in the first two 
years, and still fairly frequent for the next two years ; 


Taste I1l.—Occurrence of Second Attacks in Different Age 


1,809 13 | 651 515 241 | 194 | 7,837 
2 6 2 

$9 4-0 21 | 08 | 


thereafter they diminished in frequency. The longest 
interval observed was eight years. 

Table IV shows that 5.3% of the patients whose 
penicillin treatment was begun on the first or second day 
contracted a second attack, whereas the rate was only 
2.2% when therapy was begun six days or more after 
the onset of the disease. This difference is statistically 
significant. 

In order to find out whether the method of penicillin 
treatment had any effect on the occurrence of the second 


| 
10 
036912 2 3 4 5 6 7 8 YEARS 
“MONTHS 
Fic. 2.—Length of interval between first and second attack. 


attacks the details shown in Table V were abstracted. It 
may be noted that the oral administration of penicillin 
was not used in the hospital for scarlet fever until after 
1956. Early secondary attacks seemed to be more 
frequent in patients who were given a relatively small 
dose of procaine penicillin in oil or water suspension, 
and, on reflection, it might be that part of the reason 
was the possibly ineffective action of such a small dose 
during what were the worst epidemic years. The fact that 


TABLE IV.—Frequency of Late Second Attacks According to Time 
of Starting Therapy 


| 


Time Elapsing from Beginning of 
Disease until Institution of Penicillin 


Therapy 


6 or More Days 


Total scarlet fever patients 5,713 
No. of late second attacks 303 (5-3%) 


27 


2 
6 (2-:2%) 


Groups 
Age in Years 
Total 

<4 46 | 7-15 | >15 
Total scarlet fever patients 1,505 2,577 2,785 | 970 | 7,837 
No. of early second attacks 23 48 108 

(1-5) (1-9) (1-1) (0-7) (1-4) 

(7-4) (6-9) (3-2) (1-2) (5-0) 


The figures in parentheses are percentages of the total in the age group. 
Cc 


only one case of early second attack was observed in 
those patients treated with D.B.E.D. (dibenzylethylene- 
diamine) dipenicillin is interesting. It occurred 12 days 
after the injection. Late secondary attacks were observed 
with more or less equal frequency in the different 
therapeutic groups if allowance is made for the time 
lapse between primary and secondary attacks. It should 
also be borne in mind that the possibility of contracting 
a secondary infection may be increased during an 
epidemic period. 
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TABLE ' V. —F requency of Second Attacks in Different ene Regimes 


Late Second 


| 


Single Dose _ No. of | Duration | | Early 
i Attacks 

|According to Age) per Day (in Days) | | eens No. % 

Penicillin G (aqueous 8 solution) 4 - 15,000 LU. | 8 6 1947-8 | 466 2 24 $-2 

(oil suspension) “a 50,000 ,, | 3 | 3 1947 39 

(aqueous solution) .. 30,000 | 6 6 1948 230 15 65 

150,000 ,, | 2 6 | 1948-9 197 i 10 $1 

Procaine penicillin (oil suspension) ds = 300,000 ,, 1 | 6 1949-SI 4,584 84 258 5-6 

(aqueous solution) 300,000 ,, 1 6 1952-3 1,366 17 72 53 

- es .. | 600,000 1 6 1954-6 374 3 6 1-6 

Penic il! inG (aqueous solution) : 300,000 2 5 | 1954 116 _ 5 43 

Mixture of D.B.E.D., procaine and penicillin G | 

(* Penadur 6-3-3") on admission to hospital | 

and D.B.E.D. penicillin after 6 days and 3 weeks | 1954-6 266 — 1 04 
Mixture containing D.B.E.D. penicillin on day of | 

admission and D.B.E.D. penicillin after 6 days | 1956 118 l 1 13 
Mixture  containin, D.B.E.D. nicillin on | 

admission 1958 81 | 1 13 


It is always dangerous to compare the behaviour of 
an infectious disease at one period with that of another 
and to ascribe a change to any single factor. Undoubtedly 
scarlet fever has been much milder in recent years, and this 
might cause one to speculate whether this mild infection 
might engender a less satisfactory immunity. But, even 
were this true, one would also expect that the less 
virulent the attacking micro-organism the less risk would 
there be of it producing a second attack. Further, the 
notifying doctor might consider it important to secure 
admission for the patient who was experiencing a second 
attack, and this would, of course, cause a relative rise 
in such cases compared with primary attacks. 

None the less, we consider that our analysis supports 
the view that penicillin therapy is an important aspect 
of the problem. In the first place, it seems relevant to 
stress the fact that the occurrence of a second attack 
seems more likely when treatment is begun early. This 
would be in keeping with the view that the more rapid 
elimination of the infecting organisms produces a 
diminished stimulus to antibody production. In this 
respect, too, we feel that the use in recent years of 
D.B.E.D. penicillin has resulied in a more effective 
attack on the streptococcus. This is reflected, we 
believe, in the low incidence of early secondary attacks 
in patients so treated. Our results correspond with those 
reported by Strém (1954); our slightly higher rate of 
secondary attacks (5% compared with 3.8%) may be 
explained by the longer observation period of the present 
series. Anttonen (1958) has recorded a late secondary 
attack rate of 2.4% in 1,005 patients. 

The lowering of the tendency to secondary attack with 
advancing age is another interesting finding. It is 
usually assumed that the reduction in the incidence of 
scarlet fever as age advances is an indication of the 
gradual immunizing effect of subclinical infection. If 
this were true, then, of course, the patient who has his 
first obvious attack of the disease in later childhood 
might be assumed already to have acquired a degree of 
immunity so that penicillin therapy would have less 
effect in diminishing his resistance to subsequent attack. 

The occurrence of second attacks may also be affected 
by certain special properties of the beta-haemolytic 
streptococci. The erythrogenic toxin, for example, is 
not a homogeneous substance, and Swift (1952) has 
reported variations in its composition. Hence a person 
who has developed an immunity to one kind of 


erythrogenic toxin may, on exposure to a streptococcus 
whose toxin differed considerably from that previously 
encountered, be prone to a second attack. On the other 
hand, streptococcal infections in which the erythrogenic 
toxins formed are identical are unlikely to cause second 
attacks. Such factors may explain why the frequency 
of second attacks in our series was not always as high 
as might have been expected. 

Our findings are of intrinsic interest, but we would not 
regard them as any argument for omitting or postponing 
penicillin treatment in streptococcal infection. The 
possible complications of scarlet fever, such as acute 
rheumatism or nephritis, are too serious to encourage 
such a view. Late secondary attacks are generally mild 
and respond quickly to penicillin treatment. The 
possibility of a second attack is a cheap price to pay for 
the rapid elimination of infection in what can otherwise 
be a serious enough illness. However, in patients who 
have scarlet fever for three or more times and the 
disease is mild the postponement of penicillin therapy 
may be reasonable. 

Summary 

The effect of penicillin therapy on the occurrence of 
second attacks of scarlet fever was studied in a series of 
7,837 patients. The mean observation time was six and 
a half years. Early second attacks (within three months 
of the primary infection) occurred in 1.4%. Late 
second attacks (more than three months after the 
primary infection) occurred in 5%. More than two 
attacks were observed in 0.5% of the patients. 

The interval between the first and second attacks was 
less than two years in most cases. The likelihood of a 
second attack was increased when the treatment of the 
primary attack with penicillin was started before the 
second day of illness. The tendency to second attacks 
diminished as age advanced. 

Despite this observation of an increased incidence of 
secondary attack in scarlet fever it is felt that there is 
no reason to omit or postpone penicillin therapy. 

We are indebted to the Board of Health of the city of 
Helsinki for data provided regarding the cases of scarlet 
fever treated at home. The work was assisted by a grant 
from the Sigrid Juselius Foundation. 
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The tribes of central and south-eastern Liberia have 
been shown to differ strikingly from the tribes of such 
near-by areas as Sierra Leone and Ghana in the low 
frequency of the haemoglobin C trait (Neel ef al., 1956) 
and the sickle-cell trait (Livingstone, 1958). Further- 
more, 7 out of 904 Liberians, representing all of the 
tribes of that country, whose haemoglobin was analysed 
electrophoretically were found to have haemoglobin N 
(Liberian I haemoglobin ; Robinson et al., 1956), a type 
of haemoglobin reported since then in only two other 
Africans, one from Ghana and one from Nigeria (Ager 
and Lehmann, 1958). All but one of these seven 
individuals were from the Mande-speaking tribes of 
central Liberia (Loma, Kpelle, Mano, Gio); in these 
tribes the frequency of individuals possessing haemo- 
globin N was about 2%. This note records additional 
unusual haematological observations made by us among 
some of the tribes of central and south-eastern Liberia. 

A number of children with intractable anaemias and 
massive splenomegaly have been seen in the past several 
years at the hospital maintained by the Firestone 
Company at its rubber plantation in south-eastern 
Liberia. This report is concerned with two of these 
children who, after treatment for malaria and intestinal 
parasites, underwent splenectomies. 

The first child (Wle), a 5-year-old boy, exhibited a severe 


anaemia with the characteristics of thalassaemia major.‘ 


Blood films obtained in March and July, 1958, revealed 
striking leptocytosis, anisocytosis, microcytosis, poikilo- 
cytosis, and normoblastaemia (Fig. 1). While the 
interpretation of this blood picture is complicated by the 
fact that it was obtained after splenectomy, the morphology 


*Post-doctoral fellow, National Science Foundation; now at 
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Haematological Studies on the Family of a Child with Apparent Thelassaemia Major 


is nevertheless essentially that of thalassaemia. One of us 
(W. W. Z.) has repeatedly seen the marked anisocytosis and 
the appearance of greatly macrocytic leptocytes after 
splenectomy in classical Caucasian thalassaemia major. 

The patient’s haemoglobin concentration in July, 1958, 
when the film was obtained, was 4 g./100 ml. At this time 
alkali denaturation by the Singer method revealed an excess 
of 35% foetal haemoglobin. Paper electrophoresis revealed 
only haemoglobins A and F, and this was confirmed by 
agar electrochromatography. The quantity available to us 
was insufficient for the determinations of the Az component 
on the starch block. X-ray films of the skull and long bones 
showed marked evidences of erythroid hyperplasia. Although 
the blood studies are less extensive than desirable, there 
seems little doubt of the diagnosis of thalassaemia major. 
The parents of this child were not available for study. 

The second child (Dukwe) has since died, at 6 years of 
age, but prior to death repeated erythrocyte counts averaged 
2,400,000 cells/c.mm., and the haemoglobin levels ranged 
between 7 and 7.5 g./100 ml. Blood specimens and blood 
films from the parents, a sibling, three paternal uncies, and 
two maternal uncles of Dukwe were flown to the United 
States for examination. In addition, blood films from two 
younger siblings of Dukwe were also available for 


y= 


FIG. film of 


examination. Although the condition of the blood on 
arrival precluded complete study, the data obtained, 
summarized in the Table, suffice to establish a number of 
significant points. 

1. The father (Klegyi) has a blood picture characterized 
by marked leptocytosis, target cells, and ovalocytes, as well 
as numerous irregularly shaped microcytes (Fig. 2). The 
sister (Nayi) has an almost identical blood picture ( Fig. 3). 
She has a moderate anaemia, the father at most a mild one 
(see Table). 


Film 
Hb 
Relationship A, Hb_ | Foetal Hb 
Individual to Patient | ot 1.) | (%) | (%) | Aniso- | Poikilo- Target | Ovalo- Micro- | Hypo- | Sphero- 
| | cytosis | cytosis Cells | cytosis cytosis | chromia | cytosis 
Father July, 1958. | 46 ++ +++ ++4 + + 
arch, 1958 | 9-5 5-5 <1 . | 
ate Mo: ther { 19 1958 12-2 | <! | 0 + 0 
Nayi Sister .. ant 8-6 + 34-5 ++ | ++ + + 
David Pat. uncle -| 128 $19 <1 0 + o |; 4 
James 14:3 | 2:76 <1 0 0 0 0 | 0 | 0 0 
Africa 2-81 <1 | + ++ o | + 0 
Mat. uncle | < 0 0 0 0 j 0 0 0 
Daheh Brother .. he | ++ |} ++ 0 
Ghor Sister ae: | + + + | ++ 0 


~~ + Values of the A, A, component on the starch block are not reported on this individual because the high concentration of foetal haemoglobin precluded 


adequate separation. 
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2. Both the father and the sister show a very marked 
elevation in the proportion of the haemoglobin, which is 
foetal in type. 

3. The mother (Belloh) has an elevation in the Ao 
component of her haemoglobin, a possible indication of 
thalassaemia minor. However, the accompanying cytological 
abnormalities are minimal. 

4. A brother of the father exhibits suggestive morpho- 
logical abnormalities of the erythrocytes in the absence 
of an elevated As. Another brother, however, has an 
elevated Az component, though only minimal cytological 
abnormalities, resembling in this respect the mother. 


Comment 


Elevated foetal haemoglobin fractions in individuals 
who are haematologically normal have been encountered 
independently in Ghana by Edington and Lehmann 
(1955) and in Liberia by ourselves (Neel ef al., 1956: 
Zuelzer, 1958, 1959). Family studies have revealed that 
this characteristic is inherited as a dominant trait (Jacob 
and Raper, 1958; Went and Maclver, 1958). In our 
present family studies, the elevation in the proportion 
of foetal haemoglobin is accompanied by very significant 
cytological abnormalities. Unfortunately, in the presence 
of increased amounts of foetal haemoglobin the 
technique for A, determination becomes unreliable, and 
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Fic. 2.—Blood film of Klegyi, father of Dukwe. 
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Fic. 3.—Blood film of Nayi, sister of Dukwe. 
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we are thus unable to make an unequivocal statement 
concerning the A, proportions in these two individuals. 
However, the fact that one of the father’s brothers had 
an elevated A, makes it highly probable _ that, 
independent of a gene for high F, Dukwe’s father also 
possesses a second gene which may either be 
thalassaemia itself or, in any event, resemble 
thalassaemia in that it leads to an abnormally high A, 
component. 


Discussion 


At the moment there appear to be several alternative 
interpretations of the unusual findings in the two 
remarkable individuals Klegyi and Nayi. One would 
be that the haematological abnormalities are all 
manifestations of the gene responsible for the high foetal 
component. In this case these individuals would be the 
first presumed heterozygotes for this gene in whom there 
are marked haematological abnormalities. The second 
possibility is that the haematological manifestations are 
the expression of a single thalassaemia or thalassaemia- 
like gene. We have already referred above to the third 
and, to us, the most likely interpretation—namely, that 
the individuals in question are heterozygous both for the 
thalassaemia (or high A,) gene and for the “high F 
haemoglobin” gene. They therefore appear to represent 
a new clinical haematological entity. The mother appears 
to have thalassaemia minor, unless one wishes to assume 
that a second non-thalassaemic gene can produce 
elevated A, as discussed above. 

The son, Dukwe, who first brought the family to our 
attention, may be presumed to have inherited the 
thalassaemia gene from both parents—whether he also 
inherited the high foetal gene from his father it is 
impossible to say. An alternative interpretation 
concerning this son is that he owed his disease to the 
combination of a single thalassaemia gene inherited from 
his mother and a single “high foetal plus erythrocyte 
abnormalities * gene inherited from his father. In this 
case he would represent a new subtype of thalassaemia 
major, a situation corresponding to the recognition of 
genetic subtypes of sickle-cell disease (cf. Neel, 1952). 

Subsequent to the recognition of these two children, 
an effort has been made to derive a minimum estimate 
of the frequency of thalassaemia minor in this part of 
Liberia. During a period of two months a total of 98 
haemoglobin specimens from Liberia have been 
subjected to paper electrophoresis. The results on 21 
of these were thought to be suggestive of the presence 
of increased amounts of A,, and these specimens were 
subjected to starch block electrophoresis. In 11 out of 
these 21 cases the presence of an increased amount of A, 
was confirmed. The minimal frequency of _ this 
characteristic, here taken as a probable indication of 
thalassaemia minor, is 11%. If there occur in Liberia 
other significant causes of an increased A, component, 
then this is of course an overestimate. On the other 
hand, inasmuch as the presence of an increased amount 
of A, often cannot be suspected on the basis of paper 
electrophoresis, the true frequency of thalassaemia minor 
(or high A,) may well be even higher than these rather 
surprising results would indicate. 

Despite a great deal of haematological research in 
Africa south of the Sahara, thalassaemia major has been 
encountered on only one previous occasion (Vandepitte, 
1959), and may be assumed to be quite rare (Jacob and 
Raper, 1958). The presence of thalassaemia minor in 

the Belgian Congo has been the subject of a recent paper, 
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but the data do not permit a frequency estimation (Stijns 
and Charles, 1956). At the moment it would appear 
legitimate to infer that, in addition to the haematological 
characteristics mentioned earlier, at least some of the 
tribes of south-eastern Liberia are also distinguished by 
a relatively high frequency of the thalassaemia gene or 
a gene behaving much like thalassaemia. In a number 
of haematological respects, then, they manifest a closer 
affinity to certain of the peoples of North Africa than 
to the tribes who now surround them, tribes some of 
whose ancestors apparently have migrated westwards 
from the vicinity of Nigeria in relatively recent times 
(Livingstone, 1957). 
Summary 


This report deals with evidence for the occurrence of 
thalassaemia in Liberia, and for a gene ind@pendent of 
thalassaemia associated with the production of high 
concentrations of foetal haemoglobin. This evidence is 
based on the cases of two children seen at the Firestone 
Hospital, in south-eastern Liberia, presenting the 
clinical and haematological features characteristic of 
thalassaemia major together with significant findings in 
several members of the family of one of them (Dukwe) ; 
and on a preliminary survey of thalassaemia minor in 
this part of Liberia indicating a minimum frequency of 
11%. A new haematological entity is proposed in the 
case of the father and sister, representing a heterozygous 
state both for the thalassaemia (or high A,) gene and 
for the high F “haemoglobin” gene. The possibility 
that the disease of the propositus (Dukwe) is the result 
of a new subtype of thalassaemia major is also 
considered. 
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In presenting the Sixth Annual Report of the National 
Fund for Poliomyelitis Research, Sir CHARLES DANIEL, the 
chairman, said, “The total sum raised this year is some 
£9,000 greater than last year’s figure, but the relative cost 
of raising this amount has also increased slightly. This is 
due to two main factors. On May 1, 1958, the National 
Fund announced its special appeal for £500,000. This 
entailed considerable initial expenditure on advertising. The 
second cause is a slight but definite hardening that we have 
detected in the attitude of the public. There is no doubt 
that, with the more general availability in this country of 
poliomyelitis vaccine, the emotional appeal connected with 
poliomyelitis has to a certain extent lessened. This is not 
to say that there is any feeling that the Fund’s usefulness 
has diminished. Nor is there any suggestion that considerable 
work does not still remain to be done in the field of polio- 
myelitis prevention, while, of course, there is no decrease 
in the problems of poliomyelitis treatment and 


rehabilitation.” 
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The use of antimalarial preparations in the treatment 
of rheumatoid arthritis originated in an observation by 
Page (1951) that two patients with coexistent rheumatoid 
arthritis showed a marked amelioration of joint 
symptoms while under treatment with mepacrine for 
chronic discoid lupus erythematosus. This finding was 
substantiated by later workers (Bagnall, 1957 ; Fuld and 
Horwich, 1958). Mepacrine has now been abandoned 
in favour of chloroquine because the former drug was 
shown to cause discoloration of the skin and 
agranulocytosis (Custer, 1946; Bagnall, 1957). 

The value of chloroquine in the treatment of 
rheumatoid arthritis has not yet been fully assessed, 
and it will take some time before its worth can be 
accurately determined. A recent report (Fuld and 
Horwich, 1958) suggests that it is a successful form of 
therapy with minimal side-effects when used in a dose of 
400-600 mg. daily. 

In view of this report of the comparative lack of side- 
effects it is felt that attention should be drawn to the 
following disturbances of pigmentation which have been 
observed in three patients treated with chloroquine. 
Two of the patients have rheumatoid arthritis, and the 
third suffers from disseminated lupus erythematosus. 


Case 1 


An unmarried medium brunette aged 22 was seen 
in November, 1957, and gave a history of pain and 
swelling in the wrists, hands, knees, and ankles of five 
months’ duration: The appearance of the joints was typical 
of early acute rheumatoid arthritis. The sedimentation 
rate was 42 mm. in one hour (Westergren). Initial treat- 
ment with aspirin and phenylbutazone did not produce 
satisfactory improvement, and it was then decided to try 
chloroquine diphosphate (“avloclor”). This was given in 
a dose of 250 mg. b.d. for one week and then increased 
to 250 mg. t.i.d. for a further week. Within the two weeks 
objective and subjective improvement occurred; the joints 
were less painful with increased range of movement, and 
the sedimentation rate fell to normal. Treatment was 
maintained with 250 mg. b.d. thereafter. 

The first indication of toxic reaction presented after 
seven weeks’ treatment, when she complained of “ glare” 
when looking at lights, blurring of vision, and nausea. 
Ophthalmological examination showed no abnormality. At 
this time the dose of chloroquine was reduced to 250 mg. 
daily ; her joints remained pain-free and the visual upset 
subsided. After 11 weeks of treatment it was noticed that 
her eyebrows and eyelashes had become fairer and the 
proximal } in. (6 mm.) of the scalp hair had become much 
lighter in colour. When seen again after 20 weeks’ therapy 
there was obvious bleaching of the scalp hair. The eye- 
lashes, eyebrows, and axillary and pubic hair were also 
bleached. She complained that on exposure to sunlight her 
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skin had beceme unduly red and did not tan normally. 
The dose of chloroquine was then reduced to 125 mg. daily. 
Despite this her hair continued to grow in fairer than 
normal. After a further eight weeks’ treatment, hydroxy- 
chloroquine sulphate (“ plaquenil”™), 400 mg. b.d., was 
substituted for chloroquine, and with this her symptomatic 
improvement has been maintained. When last seen in 
October, 1958 (14 weeks after starting hydroxychloroquine 
sulphate), her eyebrows and eyelashes remained bleached, 
but her axillary hair had darkened and there was a return 
of normal colouring to the roots of the scalp hair. 


Case 2 


An unmarried medium brunette aged 26 developed 
rheumatoid arthritis in May, 1956, with involvement of 
fingers, wrists, right shoulder, neck, knees, and elbows. 
A course of gold injections was given from November to 
December, 1956, without any obvious improvement. 


In December, 1957, she was started on chloroquine 
diphosphate, 250 mg. q.i.d., which over a period of a 
month was reduced to 250 mg. t.i.d. There was a satisfactory 
response to this therapy as shown by a fall in the 
sedimentation rate and relief of joint symptoms. Treatment 
was continued with a dosage of 250 mg. b.d. for a further 
12 weeks, until April, 1958, when because of the appearance 
of toxic effects (see below) the dose was reduced to 250 mg. 
daily, and this dose has been maintained since. 

The first toxic manifestation appeared about the fifth 
week of treatment, when she complained of a “ white 
glare” in front of the eyes and of diplopia. The latter 
cleared when methylpentynol (“ oblivon”), which she had 
been taking, was discontinued. The “glare” gradually 
cleared spontaneously, and on ophthalmological examination 
four weeks later no abnormality was found. 


In January, 1958, she had bleached her hair with 
“hiltone” (a proprietary hair bleach) to produce a reddish- 
blonde appearance, and two months later (March, 1958) she 
noticed that the proximal portions of the hairs were 
growing in lighter than the treated distal portions. 
Simultaneously, the entire body hair, including lanugo 
growth, became very fair. These changes contrasted with 
those of her sister, whose hair, treated with the same 
proprietary bleaching agent at the same time, soon reverted 
to normal brunette. Thereafter the dose of chloroquine was 
reduced to 250 mg. daily, and when she was seen in August 
the new growth of scalp and body hair was of usual colour. 


Other features noted were that freckles, which normally 
appeared in the summer, did not develop that year, and 
strong sunlight had to be avoided as her skin had become 
unduly sensitive to exposure, with a marked erythematous 
reaction, The hair had a finer texture than normal and did 
not curl so readily. 


Case 3 


A married brunette aged 38 had suffered from 
disseminated lupus erythematosus since 1955. Cortisone 
therapy was used until February, 1958, and at this stage 
the features of cortisone overdosage became marked. Treat- 
ment with chloroquine diphosphate was substituted in an 
initial dosage of 250 mg. t.i.d. In March she complained 
of blurring of vision, particularly in the left eye. A sub- 
capsular radial cataract which was thought to be congenital 
was observed in the left eye, otherwise no abnormality was 
noted. The dose of chloroquine was reduced to 250 mg. 
b.d., and the visual disturbance subsided. In May she felt 
better than at any time since 1955, but at this interview it 
was noted that her eyebrows and lashes were becoming 
fairer. In June her eyebrows and lashes were distinctly 
blonde, but no change was seen in the scalp, axillary, or 
pubic hair. Chloroquine was stopped and hydroxy- 
chloroquine sulphate substituted in a dose of 400 mg. b.d. 
In September the bleaching of the eyebrows and lashes was 
noticeably less. 


CHLOROQUINE AND PIGMENTATION 


Discussion 
Bagnall (1957) reported a series of 125 cases of 


rheumatoid arthritis treated with chloroquine 
diphosphate in a dosage of 250 mg. daily. In 56% of 
cases some toxic reaction was reported, but in only 12 
cases was it necessary to stop treatment. The reactions 
mainly consisted of alimentary upset, although 
dermatitis also occurred. Fuld and Horwich (1958), in 
their series of 39 patients treated with chloroquine 
sulphate, recorded gastro-intestinal upset in 7.7% of 
cases. No other toxic effect is mentioned. Bleaching 
of the hair or visual upset was not reported in either 
of these series of cases. 


Hobbs and Calnan (1958) reported a complaint of 
visual disttirbance, including “blurring” of vision, 
coloured rings round lights, and difficulties in focusing, 
in 68% of patients receiving chloroquine therapy for 
dermatological disorders such as disseminated lupus 
erythematosus and actinic dermatitis. They described 
changes consisting of fine deposits in the corneal 
epithelium in three-quarters of these. In more than half 
of those with no complaint they found similar changes. 
It was their impression that these changes were due to 
chloroquine. After this interesting communication slit- 
lamp examination was undertaken in our three cases, 
but no abnormality was observed. 

Sharvill (1955) observed toxic reactions, similar to 
those which we have described, in a patient with 
disseminated lupus erythematosus. treated with 
chloroquine sulphate and drew attention to earlier 
reports of depigmentation of hair occurring during 
chloroquine administration (Alving ef al., 1948; Tye 
et al., 1954). 

The cases reported here were receiving chloroquine 
diphosphate with a satisfactory therapeutic response. 
The initial dosage used was larger than that used by 
other authors, but the maintenance doses have been 
comparable. In each of these three cases the first 
untoward reaction was visual upset, and this occurred 
within four to seven weeks of starting treatment. The 
time of onset of bleaching of the hair was also 
remarkably consistent, appearing after about 12 weeks 
of treatment in each instance. All three patients had 
taken at least 750 mg. of chloroquine diphosphate daily 
for a period of two to four weeks before they 
complained of visual disturbance. Before the 
appearance of bleaching of the hair the dosage had 
been reduced to 500 mg. or less in each case for a 
period of seven to eight weeks. Allowing for a rate of 
hair growth of 1-3 mm. a week (Glaister, 1950) the 
appearance of bleached hair would have been expected 
in the early weeks if the initial high dosage was the 
responsible factor, while in fact the earliest sign was 
observed between the 11th and 12th weeks. Therefore 
it would seem that this toxic manifestation was induced 
by a dose not exceeding 500 mg. daily. 

Sharvill’s (1955) patient was given a comparatively 
small dose (200 mg.) of chloroquine sulphate for five 
weeks and then the dose was increased to 400 mg. daily. 
From his excellent chronological account of the case it 
can be seen that the first record of bleaching of the hair 
was after 18 weeks’ treatment, by which time the first 
20 mm. of the scalp hair was white. It can therefore 
be estimated that the abnormal hair first appeared at 
approximately the 11th to 12th week of treatment. It 
will be seen that this time interval is almost identical to 
that in our three cases, although he used a different salt 
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of chloroquine and a much lower dosage. The number- 


of cases is too small to draw any firm conclusions, but 
the remarkable similarity in the features suggests the 
possibility that it is the duration of treatment with 
chloroquine and not the dosage employed that is 
responsible for this toxic reaction. However, in Case 2 
restoration of normal hair-colouring occurred when the 
dosage was reduced to a minimum, although this was 
not effective in Case 1. This would suggest that duration 
of treatment is not the only factor concerned. In both 
Cases 1 and 3 normal colouring has returned since 
changing from chloroquine diphosphate to hydroxy- 
chloroquine sulphate. 

The first two patients also complained of severe 
erythema of the skin on exposure to sunlight. This did 
not arise in the third patient, who has disseminated lupus 
erythematosus and had been specifically warned to 
avoid bright sunlight. The patient treated by Sharvill 
made a similar complaint. This observation is of 
particular interest, as chloroquine is an accepted form 
of treatment for actinic dermatitis. 

Sharvill noticed that his patient’s hair gave a bluish- 
white fluorescence similar to that of a suspension of 
chloroquine sulphate when viewed with Wood’s lamp. 
This we have been able to confirm in the affected parts 
of the hair in our cases, using a suspension of 
chloroquine diphosphate for comparison. The part of 
the hair grown since changing to hydroxychloroquine 
sulphate did not fluoresce. Although not confirmed 
by chemical analysis, this finding suggests that the 
“bleached” appearance is due to the deposition of 
chloroquine in the hair instead of the natural pigment. 
The fact that freckles did not appear and the skin did 
not tan normally with sunlight suggests that, in the skin 
also, chloroquine may replace the natural pigment, or 
at least interfere with the deposition of pigment. It 
would appear that in the hair these changes are 
reversible. Further observation during the summer 
months is required to see whether or not the skin will 
tan normally. 

Three preparations of chloroquine have been men- 
tioned: chloroquine sulphate, chloroquine diphosphate, 
and hydroxychloroquine sulphate. All three are in 
current use for the treatment of rheumatoid arthritis. 
Pigmentary disturbance has been recorded by Sharvill 
using the sulphate preparation (“nivaquine ”), and in 
this paper when using the diphosphate salt. From 
our limited experience, these manifestations do not 
occur or persist when hydroxychloroquine sulphate is 
used. 

Summary 


Three cases under treatment with chloroquine 
diphosphate are described—two of rheumatoid arthritis 
and one of disseminated lupus erythematosus. 

All three presented similar toxic reactions—namely, 
visual upset and bleaching of the hair—occurring at 
similar stages in treatment. 

Two of the cases also had undue erythema of the skin 
On exposure to sunlight. 

The possibility that chloroquine interferes with the 
deposition of pigment or replaces normal pigment is 
Suggested. These changes appear to be reversible. 

Cases 1 and 2 were shown to the North British 
Dermatological Society by one of us (J. L.C. D.). 

We wish to thank Dr. L. D. W. Scott, Dr. S. Lazarus, 
and Dr. G. Shaw for their help and advice, and for 
permission to publish these cases. 
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WITH PERIODIC PARALYSIS 
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Disturbance of muscular function is a common 
occurrence in thyrotoxicosis. This is shown by the 
almost constant finding of creatinuria, the common 
complaint of muscular weakness, especially of the 
iliopsoas and quadriceps, and the histological finding of 
lymphocytic infiltration in skeletal muscle. Very 
occasionally the muscular symptoms are the most 
prominent, and in a review of the subject Millikan and 
Haines (1953) recognize the following varieties of 
muscular disorders in thyrotoxicosis: (1) chronic 
thyrotoxic myopathy, (2) exophthalmic ophthalmoplegia, 
(3) thyrotoxicosis and myasthenia gravis, and (4) thyro- 
toxicosis and periodic paralysis. They believe the first 
disorder is fairly common, while the last is very rare. 


We have recently had the opportunity of seeing a 
patient with thyrotoxicosis associated with periodic 
paralysis, and with hypopotassaemia during the paralytic 
attacks. 

Case Report 

A 36-year-old officer from the merchant marine was 
admitted to the neurological department on June 10, 1958. 
Fifteen years previously he had had diphtheria, but had 
otherwise been in good health. He had never had attacks 
of paralysis, and there were no relatives with periodic 
paralysis. From the beginning of April he had been 
suffering from palpitations and increased sweating, and 
though he did not have diarrhoea he defaecated four or 
five times a day. He had lost 10 kg. in weight during four 
months. Since the middle of April he had been having 
several attacks of paresis in the proximal parts of the lower 
limbs and a feeling of weakness in the arms. The attacks 
always occurred in the evening or during the night, and 
often he woke up with paresis. The attacks disappeared 
spontaneously after some hours in bed. One week before 
admission he had the first attack of complete paralysis, 
involving both legs. The attack lasted four to five hours 
and then gradually disappeared. On the evening before 
admission he developed increasing paralysis of the proximal 
muscles of the lower limbs. The paralysis gradually 
extended distally, involving all the muscles of the legs. 
Later also the muscles of the body and arms were included, 
the shoulders being first affected. By midnight he was 
completely paralysed. 

On admission on June 10 at 1 p.m. his temperature was 
normal. The skin was moist and hot, and the thyroid gland 
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was diffusely enlarged and of a firm elastic consistency. 
The pulse rate was 100 a minute, the blood pressure 150/50, 
and an apical systolic heart murmur was heard. No 
exophthalmos or any other ocular sign of thyrotoxicosis 
was present. There was almost complete, flaccid paralysis 
of all four limbs and of the neck and body, and only slight 
movements of fingers and toes were possible. The muscles 
were slightly tender. The tendon and abdominal reflexes 
were abolished, whereas the plantar reflexes were normal. 
There was no affection of the muscles innervated by cranial 
nerves and no sensory disturbance. An _ injection of 
neostigmine was given immediately but without any effect 
on the paralysis. 

While the patient was still paralytic the serum potassium 
level was found to be 12.8 mg./100 ml. and the electro- 
cardiogram showed signs of hypopotassaemia (Fig. 1). The 

urine was acid, with 

a specific gravity of 

I 1020. The erythro- 

rate was 12 mm. in 
one hour (Wester- 
; gren). The serum 
calcium concentra- 
tion was 8.4 mg. 
100 ml. the alkali 
reserve 23 mEq/L. 
The spinal fluid was 

normal. He re- 

I ceived no other 
Fic. 1.—Electrocardiogram on June treatment than rest 
10. Serum potassium 12.8 mg. in bed. At 4 p.m. 
100 ml. Patient paralysed. Note he started to regain 


Q-T interval prolonged (0.44 second, : ’ q 
heart rate 96), and sagging of ST his muscular func 
tion, first in the 


segment. (Leads I and II.) 
distal parts of the 
I limbs. At midnight 
he felt completely 
a | normal, and in the 
j j morning there was 
~ a full muscular power, 
the tendon reflexes 
were exaggerated, 
and the abdominal 
mal. The serum 
potassium level 30 
I hours after admis- 
sion was 23 mg./ 
100 ml, but the 


No ‘Note Q-T still elec cardio- 
prolonged (0.36 second, heart rate gram still showed 
104). (Leads I and II.) some changes 
suggesting hypo- 
potassaemia (Fig. 2). The patient left the hospital the 
day after admission against the advice of the attending 
physicians. He was readmitted on June 26. Meanwhile 
he had been able to carry out his daily duties, but often 
he felt weak in the muscles of the thighs and hips in the 
evening and during the night, and found it difficult to get 
up from a sitting position. In the mornings he felt quite 
well. 

On readmission he was completely paralysed in the same 
way as on the first admission, the muscles innervated 
by cranial nerves again being spared. He recovered 
spontaneously after a few hours. The serum potassyym 
level during the attack was 12 mg./100 ml., and after 
recovery six hours later it was 18.6 mg./100 ml. The 
serum levels of calcium, inorganic phosphorus, and sodium 
during the attack were all normal. The electrocardiogram 
showed the same signs of hypopotassaemia as on the first 
admission. While in hospital on both occasions he received 
an ordinary hospital diet, without supplements of potassium, 
and the fluctuations in the serum concentration of potassium 
occurred without any extra potassium being given. There 
was no polyuria before, during, or after the attacks of 
paralysis, and he had no diarrhoea while in hospital. 
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He was submitted to more detailed investigations. The 
basal metabolic rate (B.M.R.) on three different occasions 
was +48%, +66%, and +46%. The serum cholesterol 
value was 150 mg./100 ml. The serum potassium level 
was normal on several occasions, and the electrocardiogram 
was also normal. A glucose-tolerance test showed a normal 
response, and did not induce any paralysis. The urine was 
normal, with a random specific gravity of 1026, and the urea 
clearance test showed nothing abnormal. X-ray examination 
of the chest, heart, cranium, and sella turcica, and an 
intravenous urography, gave normal results. The urinary 
excretion of 17-ketosteroids was normal. 

On July 9 treatment with methylthiouracil, 0.1 g. three 
times daily, was started. The B.M.R. came down to normal 
values within three weeks, the signs of hyperthyroidism 
becoming less prominent. The dose of methylthiouracil was 
then reduced to 0.1 g. a day. The patient still had spells 
of weakness in the evening but he had no more attacks of 
paralysis. He was discharged on August 27. 

On September 6 he was re-examined. Meanwhile he had 
been feeling completely normal. There were no muscular 
or neurological symptoms, and no signs of muscular 
atrophy. The B.M.R. was normal (+8%) and the serum 
potassium level was not raised. For economic reasons he 
then had to go to sea again, and we have had no further 
contact with him. He was advised to take 0.1 g. of 
methylthiouracil daily. 

Discussion 

As there was no evidence of any of the diseases 
ordinarily associated with hypopotassaemia in our 
patient, we believe that he belongs to the group of 
thyrotoxicosis associated with periodic paralysis. There 
were no signs of muscular atrophy as in chronic 
thyrotoxic myopathy, no ocular signs as in thyrotoxic 
ophthalmoplegia, no increased fatigability of skeletal 
muscle, and no response to neostigmine as in myasthenia 
gravis. 

Paraplegia occurring in exophthalmic goitre was 
known by Charcot. Shinosaki (1926) reported 24 cases 
of periodic paralysis, seven of which had Graves’s disease, 
whereas another eight had simple goitre. Dunlap and 
Kepler (1931) reported four cases of exophthalmic goitre 
and periodic paralysis, and since then isolated cases have 
been reported.» Millikan and Haines (1953), in a review 
of the subject, maintain that more than 400 cases of 
periodic paralysis are known, fewer than 30 of them 
being associated with thyrotoxicosis. This gives an 
incidence of the combination of the two conditions that 
is much greater than one would expect from a chance 
association. In almost all the cases the attacks of 
paralysis occurred after the onset of thyrotoxic 
symptoms, and the patients were cured of their paralytic 
attacks by appropriate treatment of the thyrotoxicosis. 
One of Dunlap and Kepler’s patients later had a relapse 
of hyperthyroidism with concomitant attacks of 
paralysis. Shinosaki gave thyroid extract to seven 
patients with periodic paralysis, and in six of them the 
attacks of paralysis became more frequent and severe. 
This is all evidence pointing to the thyrotoxicosis as a 
cause of the paralytic episodes. 

The clinical findings and the course of the attacks of 
thyrotoxic paralysis are identical with those of familial 
periodic paralysis. But in the latter disorder the attacks 
usually become manifest in the first and second decades, 
and members of the same family are affected. It has 
been suggested that patients with thyrotoxic paralysis 
have latent familial periodic paralysis which is made 
manifest by the thyrotoxicosis. 

The mechanism by which attacks are provoked 
remains undetermined. Biemond and Daniels (1934) 
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showed that paralytic attacks in the familial form were 
associated with a low level of potassium in the serum. 
Hypopotassaemia has also been described in attacks 
of thyrotoxic paralysis, but both in the familial form 
and in thyrotoxic paralysis attacks may occur with a 
normal level of serum potassium. This does not, 
however, exclude the possibility that a fall in the serum 
potassium level from a normal to a low normal level 
has taken place before the paralysis has become 
manifest. Grob, Liljestrand, and Johns (1957) and 
Zierler and Andres (1957) have shown that attacks of 
familial periodic paralysis are associated with a shift of 
potassium from serum into muscle, and that during 
recovery there is a leakage of potassium from muscle. 
Therefore it has been suggested that the attacks are 
initiated by an abnormal uptake of potassium by muscle, 
thus causing an increase in the ratio of intracellular to 
extracellular concentration of this ion, with consequent 
hyperpolarization of the muscle membrane and reduced 
responsiveness to nerve stimulation (Grob, Johns, and 
Liljestrand, 1957). 

We believe that a similar mechanism may be at work 
in thyrotoxic paralysis. The patient always recovered 
from attacks without administration of potassium and 
with a rise of the serum potassium level to normal value. 
This would indicate a redistribution of body potassium. 

The electrocardiographic changes showed typical signs 
of hypopotassaemia during paralytic attacks, with con- 
comitantly low levels of potassium intheserum. However, 
when the patient was up and walking about the next 
day, the level of serum potassium was normal, whereas 
the electrocardiogram still showed changes suggesting 
hypopotassaemia (Figs. | and 2). This shows that the 
electrocardiogram may be misleading in evaluating the 
level of serum potassium. Van Buchem (1957) has 
suggested that the shift of potassium into muscle in 
familial periodic paralysis might give rise to a 
withdrawal from the myocardium. A relatively slow 
restoration of intracellular cardial potassium may then 
offer an explanation of the persistence of hypo- 
potassaemic signs in the electrocardiogram in spite of a 
normal serum level. 

In familial periodic paralysis attacks may be brought 
on by giving insulin, glucose, or adrenaline. In the 
present case there was a normal response to a 
glucose-tolerance test, and the comparatively large 
amount of glucose ingested did not bring on any 
paralysis, nor was there any association between the 
patient’s dietary habits and the frequency of attacks. 

We have the impression that the patient benefited 
from the treatment, but the observation period is, of 
course, too short to permit any definite conclusions. 


Summary 

A case of hyperthyroidism associated with attacks of 
flaccid paralysis is reported. During the paralytic 
attacks the level of serum potassium was found to be 
below normal, and the electrocardiogram showed signs 
of hypopotassaemia. The patient recovered 
spontaneously from the attacks, the serum potassium 
level reaching normal values. 
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Medical Memoranda 


Syndrome of Nutritional Siderosis in an 
Indian in Durban 


A liver-biopsy survey of 200 adult male Africans in 
the King Edward VIII Hospital, Durban, revealed that 
hepatic siderosis was present in 88% (Gillman et al., 
1957, 1959). In the patients with advanced siderosis 
the following clinical features were common : (1) Grey- 
black pigmentation, particularly of the skin of the face. 
We have called this appearance the “coal-heavers’ 
look.” (2) Alopecia of the outer third of the eyebrows 
and of the axillae and pubis, the latter resembling the 
female escutcheon. (3) Testicular atrophy, varying from 
a distinct loss of tension of the gland to an almost 
complete absence of testicular tissue. The degree of 
involvement was not necessarily the same in both testes. 
This atrophy was often associated with impotence. 
(4) Hepatomegaly, the liver edge being firm, and in the 
presence of frank cirrhosis also irregular. (5) History 
of poor diet, consisting primarily of maize products 
with only occasional supplements of meat, vegetables, 
and dairy products. These supplements were available 
not more than once a week. (6) Consumption of 
appreciable quantities of “ kaffir-beer” (the traditional 
brew of the African). This liquor has been shown to 
have a high iron content (Walker and Arvidsson, 1953). 


The above clinical picture has been encountered in 
this hospital almost exclusively in African patients as 
distinct from Indians. The present case is therefore 
being reported because the patient, an Indian male, 
showed certain of the clinical features which we have 
so far encountered only in African siderotics. A 
diagnosis of nutritional hepatic siderosis was made on 
clinical grounds and was subsequently confirmed by 
liver biopsy. 

Case REPORT 

An Indian man aged 28 was referred to one of us in the 
out-patient department of King Edward VFII Hospital in 
May, 1958. He had exhibited psychotic symptoms, and 
the doctor in charge of the medical services of the sugar 
company for which the patient worked described him as 
“incoherent and forgetful.” He had been referred to the 
hospital for the exclusion of any organic disorder prior 
to certification. 

His wife described a similar episode occurring in 1956 
at roughly the same time of the year (March—that is, 
autumn). She had five children, the youngest being 5 
months old. After the birth of the last child the patient 
had not resumed sexual relations; this the wife described 
as “ unusual.” 

Examination revealed a well-built co-operative Indian 
man. His expression was somewhat facile. He had the 
facial pigmentation characteristic of siderosis in Africans 
(“ coal-heavers’ look ”), and this was associated with a mild 
facial dyssebacea. Hair distribution was normal; the 
testes were within normal limits. His liver was palpable 
two fingerbreadths below the right costal margin, and the 
edge was firm and smooth. The diet was primarily maize, 
with bread and rice as occasional supplements, instead of 
the traditional rice diet of the South African Indians. He 
ate meat only once a week, and his food was cooked in 
aluminium pots. He regularly drank “ kaffir-beer” 
(supplied by the sugar company) in appreciable quantities, 
but did not touch other alcoholic liquors. 
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It was recommended that he be confined to bed and his 
diet rearranged. He was warded for three weeks and was 
given double hospital rations. A month after his first visit 
to this hospital he returned and appeared mentally normal. 
The dyssebacea of his face had cleared and he volunteered 
that he felt a sense of well-being. Two months later he 
reported back. He was well and was subjected to liver 
biopsy. In addition his plasma iron levels were determined 
on three separate occasions. 

Laboratory Findings——Haemoglobin, 17.2 g./100 ml. ; 
P.C.V., 53% ; M.C.H.C., 32% ; white-cell count, 12,000 per 
c.mm. with normal differential ; serum proteins, 7.2 g./100 
ml. (albumin 3.2 g. globulin 4 g.); serum alkaline 
phosphatase, 2 King-Armstrong units; zinc turbidity, 13 
units; thymol turbidity, 4 units; fasting blood sugar, 85 
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mg./100 ml. ; Wassermann reaction negative. A radiograph 
of the chest was negative. 

Plasma Iron.—Plasma iron/total iron-binding capacity: 
120/391, 195/399, 200/397 »g./100 ml. 

Liver Biopsy Findings——A good core of tissue showed 
large amounts of iron-containing pigment as fine granules 
along the biliary poles of most of the liver cells in all 
lobules (Fig. 1). Coarser granules of iron were also present, 
especially in the periportal liver cells (Fig. 2) and in many 
of the portal phagocytes (Figs. 1 and 2). Only small 
amounts of iron were present in the Kupffer cells (Fig. 2). 
The portal tracts were distinctly fibrotic (Fig. 3), and, 
although there was some linking of the portal tracts by 
fibrous tissue, there was no architectural distortion. 
Conclusion: diffuse hepatocellular and portal siderosis with 
moderate portal fibrosis but no cirrhosis. 

Analysis of Diet-—Samples of the patient’s food and a 
specimen of the “ kaffir-beer” were subjected to chemical 
analysis ; the findings were as follows: 

Iron Calcium Phosphate 
11 16.2 


Kaffir-beer (mg./100 ml.) .. 4.8 4.5 6.7 


COMMENT 

The clinical picture in this case corresponded closely 
to that which we have encountered in our African 
siderotics. It confirmed for us the usefulness of these 
physical signs in a patient of a racial group in whom 
hepatic siderosis is thought to be uncommon. 

An analysis of the diet revealed a low iron content 
in the food but a higher iron content of the kaffir-beer. 
It is of interest also that this patient’s food was cooked 
in aluminium pots. We are coming round to the view 
that the source of the excess iron absorbed from the 
diet is the kaffir-beer, and if taken in conjunction with 
a poor diet would result in hepatic siderosis. We have 
found that advanced siderosis in our 200 male Africans 
was more common in kaffir-beer drinkers. In this 
connexion it is of interest to note that the third plasma 
iron value (200 “g. per 100 ml.), which was the highest 
of the three determinations, was obtained only a week 
after a heavy bout of kaffir-beer drinking. The raised 
T.LB.C. is also consistent with our findings in African 
siderotics (Gillman et al., 1957). 

The fact that the patient's diet was closely similar to 
that of the African may therefore be significant in 
pointing to the nutritional basis of this condition. This 
possibility is in conformity with our experimental 
findings that the composition of the diet as a whole, 
apart from its iron content, plays an important part in 
determining iron absorption and its deposition in body 
tissues (Gillman ef al., 1958). 


We record our gratitude to Dr. H. M. Fyvie for his 
co-operation in this case ; we thank Dr. P. A. S. Canham 
for the chemical determinations, and Professor Adams and 
Dr. S. Disler for permission to publish. 


N. McE. Lamont, M.D., F.R.F.P.S., 
Physician to Out-patient Department, 
King Edward VIII Hospital, Durban. 
T. GILLMaNn, D.Sc., M.B., 


M. HATHorN, M.B., B.Sc., 
Department of Physiology, University of Natal, 
Faculty of Medicine, Durban. 
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THE WELFARE STATE 


Essays on “ The Welfare State.”’ By Richard M. Titmuss. 
oP. 232. 20s.) London: George Allen and Unwin Ltd. 


This book contains 10 essays, six of which have already 
been published. All are worthy of republication and 
have been brought up to date mainly by footnotes. 
Those which have appeared previously deal with social 
administration, the social division of welfare, pension 
systems and population changes, the effect of war on 
social policy and of industrialization on the family, and 
the hospital and its patients. One of the new essays is 
on the position of women, and the other three on the 
National Health Service in England. The last three 
were lectures delivered at the Law School of Yale 
University. Though all are good, as would be expected 
from the Professor of Social Administration at the 
London School of Economics, those on the National 
Health Service will be of deep interest to the medical 
reader, as they give the opinions on a number of 
controversial issues of a discerning layman, used to the 
sifting of evidence and to the assessment of the relative 
importance of different sets of facts. The essays 
contain information, gleaned from many sources, which 
is not readily available elsewhere in such a compact 
form. 

It needed considerable courage to present the British 
National Health Service, even in objective clothing as 
these essays are, to an audience in America, where 
antagonism to the whole conception is widespread and 
misconception is rife. But the essays are so fully 
documented that criticism would be difficult. A 
mimeographed statement of references, included in the 
book as an appendix, was handed to the audience. The 
subheadings of the National Health Service lectures 
“Some Facts 


are: “Some Aspects of Structure,” 
about General Practice,” and “Science and the 
Sociology of Medical Care.” Although the final 


verdict on the National Health Service is, on balance, 
favourable, the author admits that the Guillebaud 
report “ probably sheds too comfortable a glow on the 
experiment.” There is an interesting discussion of the 
effects on doctor-patient relationship in the National 
Health Service, the increasing need for scientific 
investigation in diagnosis, and the lowered tolerance, 
among educated people, to pain. The references show 
that Professor Titmuss is a diligent reader of the 
medical journals. 

There are two small points which should be 
mentioned with a view to correction in subsequent 
editions. On page 146 it is stated that the provision of 
a domestic help service is a duty laid on local health 
authorities. Though most authorities do, in fact, 
provide the service, it is not a duty, only a power. On 
page 197 the fact that only 10% of consultants 
subscribe to the profession’s defence fund is used to 
support the opinion that consultants have no great fear 
of litigation against them for alleged negligence. It is 
apparently not realized that this particular defence fund 
is not for the purpose of helping individual consultants 
taken to court by litigious patients. A better measuring 
rod would be the proportion of consultants who are 
members of a medical defence or protection society, 
which probably approaches 100%, as it is generally a 
condition of service that they should so belong. 


REVIEWS 
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“To see oursel’s as ithers see us” is a salutary 
exercise, and those doctors who wish to take it should 
read the essays on the National Health Service included 


in this book. ALLEN DALEY. 


A PASTEUR CENTENARY 


The Pasteur Fermentation Centennial, 1857-1957. A Scientific 
Symposium on the Occasion of the One Hundredth 
Anniversary of the Publication of Louis Pasteur’s ‘“‘ Mémoire 
sur la fermentation appelée lactique.”’ (Pp. 207; illustrated.) 
New York: Chas Pfizer and Co., Inc. 1958. 


In 1857 Louis Pasteur published a paper which showed 
that the fermentation of lactic acid is a biological 
process. The discovery that living organisms cause 
fermentation has had a tremendous influence on the 
development of science during the past 100 years, and 
a conference in the U.S.A. celebrated the centenary of 
the inceptive publication. This book records the 
proceedings of this international conference, which 
fostered a union of medicine and industry in a 
background of general science. The record includes 
not only the formal communications but also an 
account of the proceedings of three symposia held during 
the conference, entitled respectively “Cellular and 
Biochemical Interplay between Host and Parasite,” 
““New Developments and Prospects in Fermentation 
Chemistry,” and “ Trends in Antibiotic Research.” In 
the record of the formal communications Professor 
Pasteur Vallery-Radot gives an account of the story of 
Pasteur’s discovery of the cause of fermentation and 
contributes personal recollections of his grandfather. 
Dr. R. J. Dubos discusses “Pasteur and Modern 
Science” and “ Pasteur in his Time.” The path from 
Pasteur’s publication on lactic acid fermentation to the 
industrial production of penicillin and other antibiotics 
is a long one, but this record of a delightfully informal 
discussion of that long path by experts in the different 
fields provides not only interest but also important 
prospective lines which can point to future 


developments. F. G. YOUNG. 


THE OLD FIRM 


Clinical Involvements; or, the Old Firm. By H. Gardiner- 
Hill, M.D., F.R.C.P. (Pp. 200+-vii; illustrated. 32s. 6d.) 
London: Butterworth and Co. (Publishers) Ltd. 1958. 


Dr. Gardiner-Hill has followed the fashion set by Drs. 
Beaumont and Clark-Kennedy in recounting his clinical 
experiences, but he has done it in the guise of the wise 
clinician sitting with his clerks after the out-patient 
session and commenting on the cases they have seen. 
One is reminded of the old doctor in Stephen Leacock’s 
story who sat on the stoop at the end of the day and 
wondered what had been the matter with the patients 
he had treated. The subtitle sets the tone of the book, 
which is published in much the same format as David 
Low’s autobiography, with chrome-yellow dust cover 
and crude sketches in the text. It is a record of cases 
seen: they have, however, been arranged to illustrate 
such topics as clinical sense and the approach to the 
patient. The book contains a number of familiar ideas, 
though it is difficult to follow the argument on page 6. 
in which the failure to carry out a test meal in a 
particular case is held to show that “The Practice of 
Medicine is an Art and You cannot Practice any Art 
on the Basis of Pure Science and Logic.” Books of this 
kind give the student practical hints about the practice 
of medicine, and presumably supply some sort of vitamin 
which is lost in the more formal structure of the 


textbooks. L. J. Witts. 
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PAEDIATRIC ** BRADSHAW ”’ BOOKS RECEIVED 
The Compleat Pediatrician. Practic Diagnostic. 


Therapeutic and Preventive Pediatrics. By W. C. Davison, 

M.D., and Jeana Davison Levinthal, M.D. (247 sections. 

35s.) London: Staples Press, Ltd. 1958. 
There can be but few paediatricians who do not know 
Dr. Davison’s Compleat Pediatrician and who have not 
welcomed the new rewritten seventh edition which 
appeared in 1957 and in which Dr. Davison has had the 
collaboration of his daughter. Although it is not really 
a suitable book for undergraduates (as recommended 
on the title-page), it could be of immense value to general 
practitioners if they had the time to master the intricacies 
of finding their way about in this medical “ Bradshaw.” 
In his preface to the present edition Dr. Davison writes : 
“ Facetiously, but indubitably with considerable truth, it 
has been suggested that an English translation would be 
an improvement.” Lest anyone should think that the 
book here being reviewed is such a translation, it should 
be made clear at once that it is not. The contents are 
identical with the American edition (except for the 
omission of the adaptation of Izaak Walton's title-page) 
and the spelling has nowhere been anglicized. The only 
changes are‘in the colour and composition of the binding 
and in the four typographical errors which have crepi 
into the English publisher's paper cover—namely. 
“ practioner for “ practitioner (thrice) and “ steriod 
for “steroid.” There is an unbelievable amount of 
information and sound advice in this book, and only 
rarely will the inquirer search in vain, whether his quest 
be among the rarities or the commonplace. For all 
students of paediatrics this is an invaluable compendium. 


WILFRID GAISFORD. 


BLOOD MADE SIMPLE 


The Story of Blood. By Kenneth Walker, M. A., M.B., B.Ch., 

F.R.C.S., F.L.C.S. (Pp. 213; illustrated. 21s.) London: 

Herbert Jenkins. 1958. 
Mr. Kenneth Walker has the useful gift of explaining 
physiological facts in a simple and engaging style. In 
the Story of Blood he gives an interesting account of 
the growth of our knowledge of the blood, and describes 
how it both nourishes and protects the whole body. 
The wonders of the circulation and the mysteries of 
“ blood-pressure “ are explained, and the diseases of 
the blood are mentioned. In the section dealing with 
“bleeders * we are told of the potential haemophilic 
strain in Queen Victoria, which, fortunately, was not 
passed on to her eldest son. In other parts of the book 
we learn of the origins of the terms “ blue blood ” and 
“bad blood ” ; of the early attempts and final successful 
introduction of blood transfusion ; of the rise and fall 
of the fashion for indiscriminate blood-letting ; and of 
the work of Lister on antisepsis, and of Pasteur, Wright, 
and others on immunity. 

Mr. Walker is a philosopher, and teaches “that 
‘life’ and ‘mind’ are different aspects of the same 
entity,” and adds: “I readily accept the fact that my 
body possesses a mind which orders its inner affairs and 
controls its running.” 

This is a readable and instructive book written in a 
popular manner. The publisher has entered into the 
spirit of the book, for the dust-cover shows the colours 
of venous and arterial blood, while the boards recall the 
tint of carboxyhaemoglobin. 

ZACHARY COPE. 


Review is not precluded by notice here of books recently received 


Breast Cancer. Factors Modifying Prognosis. By A. J. Delario. 
M.D. (Pp. 208+xvi. $7.50.) New York: The Macmillan 
Company. 1959, 

Maladies Héréditaires du  Metabolisme Chez l’Enfam 
By Maurice Lamy, Pierre Royer, and Jean Frézal. Preface by 
Professor Robert Debré. (Pp. 259; illustrated. 3,600 Fr.) Paris: 
Masson et Cie. 1959. 


Parasitology (Protozoology and Helmintlology) in Relation 
to Clinical Medicine. By K. D. Chatterjee, M.D. Second 
edition. (Pp. 188; illustrated. Rs. 17.50.) Calcutta: The 
Author. 1959. 


Die Atiologische und Pathogenetische Bedeutung Nicht- 
Endogener Faktoren fiir Die Schizophrenie. By O. Schrappe, 
M.D. (Pp. 82. DM. 18.) Stuttgart: Georg Thieme Verlag. 
1959, 


Radiation Protection. Recommendations of the Internationai 
Commission on Radiological Protection. (Pp. 18+ vi. 3s. 6d.) 
London: Pergamon Press. 1959. 


Virus Growth and Variation. Ninth Symposium of the Society 
for General Microbiology held at the Senate House, University 
of London, April 1959. (Pp. 272; illustrated. 35s.) London: 
Published for the Society for General Microbiology by Cambridge 
University Press. 1959. 

Treatment of Cancer and Allied Diseases. Volume ll. Tumors 
of the Nervous System. Edited by George T. Pack, M.D., 
F.A.C.S., and Irving M. Ariel, M.D., F.A.C.S. Second edition. 
(Pp. 316+xvii; illustrated. £5 Ss.) London: Pitman Medical 
Publishing Co. Ltd. 1958. 


Recherches sur la Croissance des Cultures Bactériennes. Second 
edition. By Jacques Monod. (Pp. 210. 1,500 fr.) Paris: 
Hermann. 1958. 


Immunity and Virus Infection. Symposium held at Vander- 
bilt University School of Medicine. May 1-2, 1958. Edited by 
Victor A. Najjar, M.D. (Pp. 262+viii; illustrated. 84s.) New 
York: John Wiley and Sons, Inc. London: Chapman and Hall, 
Limited. 1959. 


Social Science and Sociat Pathology. By Barbara Wootton, 
assisted by Vera G. Seal and Rosalind Chambers. (Pp. 400. 
35s.) London: George Allen and Unwin Ltd. 1959. 


Infant Mortality in India 1go1-s3. A Matter of Life and 
Death. By S. Chandrasekhar. With a foreword by Professor 
Philip M. Hauser. (Pp. 175. 20s.) London: George Allen and 
Unwin Ltd. 1959, 


The Hand. Its Anatomy and Diseases. By John J. Byrne, 
M.D. (Pp. 384+xiv; illustrated. 80s.) Oxford: Blackwell 
Scientific Publications. 1959. 


Mewutally Infirm People over Sixty-five. Need for Better 
Means of Support and Disposal. By C. P. Blacker, M.D., 
F.R.C.P. (Pp, 23. 2s.) London: Board of Governors of the 
Bethlem Royal Hospital and the Maudsley Hospital. 1959. 


Textbook of Microbiology. By William Burrows, Ph.D. With 
the collaboration of Richard Janvier Porter, Ph.D., and James 
William Moulder, Ph.D. Seventeenth edition. (Pp. 954+ xxiii; 
illustrated. 98s.) Philadelphia, London: W. B. Saunders 
Company. 1959. 


Electromyographie dans les Malades Nerveuses et dans la 
Cryptotétanie. Atlas d’ Electromyographie. By N. Rosselle 
with the collaboration of K. de Doncker, P. Jolie, and S. Ligot. 
(Pp. 159; illustrated. FB. 200.) Louvain: Edouard Nauwelaerts 
Editions. Paris: Beatrice Nauwelaerts. 1958. 


Middle Age. By Leslie J. Tizard, B.A., B.D., B.Litt., and 
Harry J. S. Guntrip, B.A., Ph.D. (Pp. 163. 10s. 6d.) London: 
George Allen and Unwin Ltd. 1959. 


Verhandlungen der Deutschen Gesellschaft fiir Verdauungs- 
und Stoffwechselkrankheiten. XIX. Tagung in Bad Kis- 
singen 2-3 Oktober 1957. Edited by Dr. G. A. Martini. 
(Pp. 328+ 140; illustrated. S.Fr. 45.) Basle, New York: S. 
Karger. 1958. 

Diseases of Metabolism. Detailed Methods of Diagnosis and 
Treatment. Edited by Garfield G. Duncan, M.D. Fourth 


edition. (Pp. 1,104+xxii; illustrated. £6 9s. 6d.) Philadelphia, 
London: W. B. Saunders Company. 1959. 
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PROGNOSIS IN PROSTATIC CANCER 


The outlook in cancer depends partly on the site and 
distribution of the disease, partly on its amenability 
to surgical radiotherapeutic procedures. 
Qualifying factors such as early diagnosis, age of the 
patient, and activity of the tumour, while often 
influencing the place and scope of treatment, have 
also come to be regarded in their own right as useful 
prognostic aids. A general reappraisal of these 
factors is now necessary in prostatic cancer, for 
hormone therapy has proved to be a potent force in 
modifying the course of the disease. 

As emphasized by A. Jacobs* at a recent meeting 
of the British Association of Urological Surgeons, 
prostatic tumours vary so much in malignancy that 
the effect of any particular method of treatment and 
its influence on the eventual outcome merit careful 
analysis. The higher incidence of latent tumours in 
post-mortem material than of clinically manifest 
tumours in life supports the idea that neoplastic 
activity ranges widely between the inert subclinical 
focus and the fulminating metastatic disease. 
Although, so far as prognosis is concerned, interest 
is centred only on the probable course of the 
established condition during life, some allowance still 
has to be made for innate differences in the behaviour 
of individual tumours. Assuming that the risks 
of urinary obstruction can, when necessary, be 
appropriately dealt with, the surgeon’s only reliable 
guide to the subsequent prognosis has hitherto been 
the presence or absence of metastatic spread at the 
time of diagnosis. It has long been recognized, 
however, that the disease in elderly patients is often 
relatively chronic, and recent studies by L. M. 
Franks* have confirmed a lessening tendency towards 
secondary dissemination as age advances. J. D. 
Fergusson,* from an analysis of post-mortem findings 
in a large series, has also shown that, whereas a 
majority of younger patients die from the direct 
effects of cancer, the ratio of deaths from malignant 
as opposed to intercurrent causes regularly diminishes 


' Jacobs, A., Brit. J. Urol., 1958, 30, 381. 

* Franks, L. M., ibid., 1958, 30, 383. 

® Fergusson, J. D., ibid., 1958, 30, 397. 

* Millin, T., ibid., 1958, 30, 407. 

° Franks, L. M., Fergusson, J. D., and Murnaghan, G. F., Brit. J. Cancer, 
1958, 12, 321. 
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in older subjects. It would seem therefore that age, 
with its effect on metastasis, has an important 
prognostic value and affords a useful background 
against which the effect of treatment can be assessed. 

Owing to technical difficulties and the fact that 
most tumours appear to be rather insensitive, 
radiotherapy has found little application in prostatic 
cancer, and the choice of treatment generally lies 
between surgery and endocrine control. While 
palliative resection continues to be important for the 
relief of urinary obstruction, radical surgery, 
performed with a view to extirpating the disease, has 
limitations. Few prostatic tumours are detected at a 
Stage when total removal still remains practicable, 
and it is doubtful how far, in the absence of any 
specific test of activity, the final outlook is influenced 
by this procedure. As T. Millin* points out, 
comparison between the results of radical surgery and 
of conservative management is apt to be confused 
owing to differences in methods of selection and 
criteria of operability, while the giving of 
supplementary hormone therapy to patients who 
have been operated upon may further cloud the issue. 
Though it may seem unwise to reject the well- 
established principle of attempting to eliminate cancer 
surgically when this is_ still possible, these 
observations on age and malignant activity suggest 
that there may be strong indications for allowing 
some patients, particularly the elderly, to continue to 
harbour their tumours. 

Most prostatic cancers are detected only after the 
disease has already become inoperable, and it is then 
of great importance to assess the likely effect of 
hormones in modifying the prognosis. From a 
detailed clinical study Fergusson* estimates that 
about 80% of cases respond initially to oestrogen 
therapy or castration, and that these measures, either 
singly or in combination, exert a strong influence on 
survival. In two closely comparable groups of cases 
a majority of untreated patients were dead within 
three years of diagnosis, while, allowing for the 
expected proportion of early deaths in hormone- 
resistant cases, nearly 50% of the patients receiving 
oestrogen therapy had their disease well controlled 
and survived for five years. Franks and colleagues* 
emphasize the difficulty in distinguishing resistant 
tumours at the outset, and point out that there 
are no evident differences in their histological 
appearances and enzyme activity or in their mode of 
clinical presentation. For this reason they rely on 
the response to treatment during the first few months 
as an index of hormone sensitivity, and regard this as 
a valuable prognostic guide, especially in younger 
patients, in whom the initial malignancy of the disease 
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is often comparatively high. In such cases particular 
importance is attached to the need for thorough 
oestrogen therapy, since, if the growth can be brought 
under control by this means, the subsequent chances 
of survival appear to be improved. The choice of 
oestrogen merits careful consideration to ensure that 
a fully active preparation is employed, and from 
tracer experiments Fergusson* has so far been unable 
to confirm that the recently introduced 
phosphorylated compounds are superior in their 
effect except by virtue of the large dosages which 
can be given. 

Supplementary methods of endocrine control by 
adrenalectomy and pituitary inactivation, which are 
sometimes applied in relapsing cases, may also 
modify the later course of the disease. The likelihood 
of their success again appears to be related mainly to 
the early therapeutic response rather than to any 
specific pathological feature. This suggests that in 
prostatic cancer the outlook is determined to a greater 
extent by endocrine sensitivity than by histological 
grading or any other factor which can at present be 
measured in the laboratory. It is to be hoped that 
this new conception of growth activity will stimulate 
the introduction of some method of initial biological 
assay which will ultimately serve as a reliable guide 
to both the choice of treatment and the prognosis. 


UMBILICAL SEPSIS AND ITS CONTROL 


When the umbilical cord is cut and tied at delivery 
a raw area is left the best treatment for which is not 
yet settled. This stump of tissue separates from the 
infant by a process of gangrene which may be either 
wet or dry and, more important, may be sterile or 
infected. In maternity units attention has recently 
been focused on the umbilicus as a source of infection, 
and methods of dealing with the cord during the 
puerperium have been under review. A recent paper 
from the U.S.A. by J. P. Fairchild and colleagues 
reports not only that 80% of about a thousand infants 
had Staphylococcus aureus at this site but also 
that many infants carried haemolytic streptococci. 
Whether any of these were Lancefield Group A is not 
stated. This high rate of bacteriological, as distinct 
from clinical, infection may have been encouraged by 
the policy of allowing the cord to separate without the 
application of any form of antiseptic or dressing. 
When the “no dressing” technique is adopted, a 


' Fairchild, J. P., Graber, C. D., Vogel, E. H., jun., and Ingersoll, R. L., 
J. Pediat., 1958, $3, 538 

* Boissard, J. M., and Eton, B., Brit. med. J., 1956, 2, 574. 

* Kwantes, W., and James, J. R. E., ibid., 1956, 2, 576. 

* Colebrook, L., ibid., 1956, 2, 711. 

® Jellard, J., ibid., 1957, 1, 925. 

* Proc. roy. Soc. Med., 1957, 60, 705. 

? Colebrook, L., J. Obstet. Gynaec. Brit. Emp., 1936, 43, 691. 


variety of organisms can be isolated from the 
umbilicus and tend to remain on the cord until it 
separates, though generally not causing a true 
inflammatory reaction. 

J. M. Boissard and B. Eton* in Cambridge and 
W. Kwantes and J. R. E. James* at Carmarthen have 
found the infant’s umbilicus to harbour Group A 
haemolytic streptococci during outbreaks of puerperal 
sepsis, but it is interesting that in their cases as well 
as in those of Fairchild and colleagues the babies 
remained well. In fact, while there are many reports 
of trivial infections in these babies, it is rare for 
serious illness to result from infection of the 
umbilicus. Possibly maternity units sometimes do 
not hear of babies who are discharged well but later 
develop serious infection by way of the umbilical 
stump, for they may be admitted to other hospitals. 
Even so, the low incidence of infection in the presence 
of a high rate of carriage of organisms is striking, and 
there must be other factors such as trauma or debility 
which determine the occasional case of true umbilical 
sepsis. 

There are two separate problems—to prevent the 
occasional case of. true umbilical sepsis, and to 
prevent the spread of organisms within the hospital 
by their carriage on the umbilical stump. It follows 
that the treatment of the cord after birth has two 
functions—to protect the baby from infection entering 
by way of the umbilicus, and to help break the cycle 
of carriers of hospital strains of organisms, in 
particular Staph. aureus and sometimes Group A 
haemolytic streptococci. Several years ago the 
routine was to apply a binder and pad, with or without 
a drying powder, which might contain an antiseptic. 
The disadvantages of this method were thought to be 
the irritation of the baby’s skin, the harbouring of 
organisms by the usually wet binder, the extra work 
for nursing staff, and the additional handling of the 
baby. 

Opinion consequently swung against the use of any 
antiseptic or dressing on the cord, but it is since the 
latter technique has been adopted that persistent 
carriage of pathogenic organisms at this site has been 
observed. Owing to reports of this carrier state and 
consequent fears of true umbilical sepsis, the trend is 
now towards applying antibacterial agents to prevent 
the colonization by organisms of this open surface. 
There ‘is no general agreement yet on which 
substances should be used for the purpose. Because 
of the danger of encouraging penicillin-resistant 
organisms, few people would now agree with 
Colebrook’s* suggestion for applying penicillin 
cream, effective though this would be against 
haemolytic streptococci. In fact, the problem of 
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antibiotic-resistant strains of staphylococci is such 
that no systemically used antibiotic can be considered 
suitable. Ideally, an agent is required which will be 
an efficient antiseptic, be non-irritant to the babies’ 
skin, will dry the cord, and assist separation ; further, 
it should not stain the linen or have an unpleasant 
colour or smell. In addition, its use must not 
stimulate resistance to agents likely to be used in 
systemic treatment. 

The combination of crystal violet and brilliant 
green known as Bonney’s Blue is most effective as an 
antiseptic, but cords so treated may tend to stay on 
longer than usual and the colour is not very 
acceptable to most mothers. J. Jellard® has described 
good results with “ triple dye,” but this suffers from 
the same disadvantages. Chlorhexidine used as a 1% 
solution in spirit is most effective, does not irritate the 
skin, and, being nearly colourless, is pleasant to use. 
The stump so treated can then be protected with a 
strip of sterile gauze. As was shown at Queen 
Charlotte’s Maternity Hospital, while various 
organisms can be isolated from the umbilicus on 
different occasions when such a routine is instituted, 
they do not maintain themselves there. 

There seems to be much to be said, then, for 
applying antiseptic to the cord and not leaving it 
unprotected ; but equally it is a mistake to regard the 
umbilicus as the primary source of infection in babies. 
Babies become infected with staphylococci from all 
their surroundings, and control of this organism can 
be achieved only by measures directed at all persons 
and things coming into contact with the infant. While 
the umbilicus may act as a transient carrier of 
streptococci, it cannot be regarded as the primary 
source of infection. Outbreaks of streptococcal sepsis 
will be prevented only by continued adherence to the 
careful technique for control of this infection 
originally described by Colebrook.’ The care of the 
umbilicus must remain only one of these. 


VISCERAL REPLACEMENT 


The replacement of a diseased organ by an efficient 
substitute has been the subject of experiment for many 
years. Inert materials such as metal or synthetic plastic 
have been used with varying degrees of success in 
orthopaedic surgery ; more recently, fabric grafts of 
woven plastic material have been inserted to bridge 
large arterial defects. In the latter case the graft is 


invaded by fibroblasts and the foreign material is 
incorporated into the new living vascular wall. The 
visceral cavities are lined with cells capable of 
withstanding fluids of unphysiological composition 
and of preventing the entry of micro-organisms into 


the body ; hence it is necessary that any prosthesis for 
replacing part of the gut should have an epithelial 
lining. Tubes lined by split-skin grafts are seldom 
satisfactory, and in practice the only suitable graft is 
a segment from another part of the alimentary tract. 
An isolated loop implanted into a new site may act 
merely as a conduit, but more usually it is needed in 
addition as a reservoir. 

Since an isolated segment of a viscus is not viable 
as a free graft, its blood supply must remain intact 
wherever it may be transplanted. It must therefore 
either be situated close to the defective organ which 
it is to replace or have a long, mobile vascular pedicle. 
Anastomosis of mesenteric blood vessels to those of 
somatic tissues near at hand—for instance, jejunal to 
internal mammary—has occasionally been successful, 
but the method is not generally suitable because of 
the high frequency of thrombosis. A reliable method 
of joining small vessels would be of great value in this 
field of surgery. 

Interest has been focused mainly on _ the 
replacement or modification of three viscera— 
oesophagus, stomach, and bladder. The idea is not 
a recent one, for von Mikulicz is said’ to have 
enlarged a contracted bladder with an isolated loop 
of ileum in 1898 and G. Kelling* used the ascending 
colon for oesophagoplasty in 1911. It is only in the 
last few years, however, that advances in surgical 
technique, chemotherapy, anaesthesia, and transfusion 
have made such procedures reasonably safe. 

The problem of providing a new reservoir for urine 
after cystectomy may be solved in several ways. The 
standard method of ureteric transplantation into the 
intact colon is followed too often by recurrent 
pyelonephritis. This complication may be avoided if 
the ureters are anastomosed to a loop of bowel which 
has been isolated and is no longer a faecal conduit. 
For instance, the colon may be divided at the recto- 
sigmoid junction, the lower part closed, and the rectal 
ampulla used as a new bladder.* Urinary continence 
is maintained by the rectal sphincters ; an inguinal 
colostomy may be created for evacuation of faeces or 
alternatively the proximal end of the recto-sigmoid 
may be drawn down anterior to the rectum, passing 
through the anal sphincters, so that control of urine 
and faeces is established by the same group of 
muscles. Another method is to transplant the 
ureters into an isolated loop of ileum ; one end may 
be brought to the skin to allow discharge of urine® 


1 Tasker, J. H., Brit. J. Urol., 1953, 25, 349. 
2 Kelling, G., Zbl. Chir., 1911, 38, i209. 

3 Pyrah, L. N., J. Urol. (Baltimore), 1957, 78, 683. 

* Lowsley, O. S., and Johnson, T. H., ibid., 135, 

5 Bricker, E. M.. Surg. Clin. N. Amer., 1950, 3 

Couvelaire, R., J. Urol. med. chir., i951, 

7 Scanion, E. F.. and Staley, C. J., Surg. Gynec. y 1958, 107, 99. 
* Henley, F. A., Ann. roy. Coll. Surg. Engl., 1953, 13, 141. 

*® Moroney, J., Lancet, 1951, 1, 993. 
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or the loop may be closed completely and an 
anastomosis performed between it and the urethra.‘ 
The last modification renders the patient continent, 
though usually with increased frequency. [eum can 
also be used to bridge a gap in the ureter. 

Replacement of the oesophagus by a tube lined 
with split-skin grafts is seldom satisfactory, and it is 
also difficult to place an isolated jejunal loop high 
in the chest without danger of ischaemic necrosis. 
Ascending colon will, however, reach as high as is 
desired once the terminal ileum has been transected 
and the ileo-colic artery divided. Satisfactory 
nutrition is maintained by the middle colic vessels. 
It is even possible to isolate the ileo-caecal junction 
and place it between the oesophagus and stomach 
(following excision of a carcinoma or stricture) so that 
the ileo-colic valve acts as a new cardiac sphincter ; 
there is evidence, however, that reflux may still occur.’ 
An isolated segment of jejunum® or transverse colon*® 
may be placed between oesophagus and duodenum 
after gastrectomy, though these two procedures have 
no place as primary measures ; colonic replacement 
of the stomach may be of value on rare occasions 
if intolerable symptoms follow gastrectomy, the 
interposed colon acting both as a new gastric 
reservoir and as a conduit. 

Though technical triumphs in this field seem 
impressive, a word of caution is necessary in view of 
the difficulties and possible complications. Both 
operative mortality and the ultimate functional 
success of operation depend largely on the lesion 
present. Thus ileal loop replacement for the 
neurological bladder of spina bifida in young people 
gives good results and has a low mortality, while the 
same operation for carcinoma often carries a high 
mortality and may give a poor functional result. 
Again ileum and colon both have absorptive 
properties which can be detrimental when either of 
these organs is used as a urinary reservoir. Colon 
mucosa differentially absorbs the chloride ion. This 
has no untoward effects provided renal function is 
good; if it is poor, however, the patient may 
experience severe acidosis. Fortunately the ileum 
absorbs cations and anions equally, but even so, if 
kidney function is seriously depressed, hyperkalaemia 
may occur. 

The long-term results of transplanting a viscus from 
its normal habitat into a strange one are not known. 
It is very likely, for instance, that caecum anastomosed 
to the upper part of the stomach in ileo-caecal 
replacement of the lower oesophagus will become the 
victim of peptic ulceration. Metaplasia of epithelium 
may occur, though none has been reported yet. It is 
fair to say that visceral replacement is a great 
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technical advance, but, like many types of treatment, 
must be reserved for the right patient and the right 
disease. It may be twenty years before the virtues 
and disadvantages can be fully assessed. 


SKIN DISINFECTION 


Antiseptics have continued to play an important part in 
surgery during the era of asepsis, mainly for the pre- 
operative disinfection of the surgeon’s hands and of the 
Operation site. Early in this century iodine was 
recommended by N. Senn! as a skin antiseptic, and the 
recommendation of ethyl alcohol for this purpose is 
still older. It is a remarkable fact that none of the 
many disinfectants introduced in the subsequent 50 
years have proved to be any better. By a careful method 
P. B. Price* found that the application of 70% of ethyl 
alcohol in water quickly destroyed the transient skin 
flora and reduced the resident flora to a small fraction 
of its initial level in two minutes ; the addition of iodine 
to the solution increased its disinfecting action. By a 
different method A. D. Gardner and H. J. Seddon** 
reached a similar conclusion, and showed that 2% iodine 
in 70% alcohol would “ virtually disinfect ” the skin in 
15 to 20 seconds ; if thirty seconds were allowed, 0.5% 
iodine in alcohol would have this effect. P. Story,' 
using yet another method, found that 1% alcoholic 
iodine would remove the whole of an inoculum of 
Staphylococcus aureus from the skin in 30 seconds: 
1% aqueous iodine was almost as effective against the 
species tested (Pseudomonas pyocyanea). Alcoholic 
solutions of mercurial and of quaternary ammonium 
compounds were also discovered to be effective skin 
disinfectants, but the former, at least, were not obviously 
better than the solvent alone ; Price found that in some 
instances they were worse. In aqueous solution the 
quaternaries and mercurials were much less effective, 
though both have enjoyed an undeserved reputation 
through tests in which bacteriostatic traces of antiseptic 
in culture media were not neutralized ; both, moreover, 
appear to leave a dry film on the skin under which living 
vegetative organisms may survive.* 7 

Effective as they are, iodine and alcohol fall short 
of the ideal in several ways. Alcohol is inactive 
against spores, and its activity against vegetative 
organisms persists only during the short period before it 
evaporates. Iodine is outstanding in its range of action 


' Senn, N., Surg. Gynec. Obstet., 1905, 1, 1. 

? Epstein, F., Z. Hyg. Infekt.-Kr., 1897, 24, 1. 

3 Price, P. B., in Antiseptics, Disinfectants, Fungicides, and Sterilisation, 1957. 
p. 399, London. 

* Gardner, A. D., and Seddon, H. J., Lancet, 1946, 1, 683. 

s ibid., 1948, 2, 760. 

* Story, P., Brit. med. J., 1952, 2, 1128. 

? Miller, B. F., Abrams, R., Huber, D. A., and Klein, M., Proc. Soc. exp. 
Biol. (N.Y.), 1943, 54, 174. 

® Colebrook, L., Bull. War Med., 1941, 2, 73. 

* Murphy, J. J., et al., Surg. Gynec. Obstet., 1951, 93, 581. 

1© Myers, G. E., Mackenzie, W. C., and Ward, K. A., Canad. J. Microbiol.. 
1956, 2, 87. 

1! Frisch, A. W., Davies, G. H., and Krippaehne, W., Surg. Gynec. Obste!.. 
1958, 107, 442. 

12 Price, P. B., Ann. Surg., 1951, 134, 476. 
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against vegetative and sporing organisms (though as used 
in skin disinfection it can hardly have much effect on 
spores), and its activity is reported to persist for some 
time’; but the fairly frequent occurrence of skin 
reactions after the application of it has led many 
surgeons to prefer the less effective quaternaries, 
mercurials, and dyes. There is need for an antiseptic 
which is free from irritant or sensitizing properties and 
equal or superior to alcoholic iodine in its ability to 
disinfect skin. 

Several of the newer antiseptics go some way towards 
this ideal. By a technique involving bacterial culture of 
small biopsies from skin prepared with antiseptics, J. J. 
Murphy and his colleagues* found 0.5% alcoholic 
acrizane (9 parahexyl oxyphenol - 9 chloro - 10 methyl 
acridine) superior to several other antiseptics, and at 
least as good as 2% iodine in alcohol. By a similar 
technique G. E. Myers and colleagues'® showed that the 
application of 0.5% alcoholic or aqueous chlorhexidine 
vielded a high proportion of sterile skin biopsies. A 
recent development in the United States has been the 
mixture of iodine with various surface-acting agents to 
carry and dissolve the iodine. These iodophors, as the 
mixtures are called, have the germicidal properties of 
iodine, but are reported to have no irritant or sensitizing 
action, even in persons sensitive to it. They ‘also 
have the advantage of leaving no stain on the skin. An 
iodophor containing a cationic detergent (“ virac”’) has 
been recommended as a skin disinfectant, and A. W. 
Frisch and colleagues*! hsve compared its activity in 
this respect with that of several other antiseptics. By an 
elaborate hand-washing technique they estimated that 
treatment with virac was nine times more effective than 
a five-minute wash with soap, and almost as much more 
effective than a wash with an aqueous solution of a 
quaternary substance called “zephiran.” On the other 
hand, 70% ethyl alcohol was about ten times more 
effective than virac. 

The tests of Frisch and his colleagues were designed 
for assessing the value of antiseptic treatment of 
surgeons’ hands rather than operation sites, and their 
findings are a vindication of the pre-operative rinse 
with ethyl alcohol. Price'* has also supported the 
conventional scrub followed by a three-minute wash in 
70% alcohol, and opposed the use of hexachlorophene 
in soap, or with a detergent, which has been popular for 
some years in the United States. As an antiseptic, 
hexachlorophene has the unusual property of keeping 
its activity in soap. It reduces the skin flora when used 
frequently and exclusively, but its action is slow, and a 
single wash with hexachlorophene soap has little if any 
effect. The cumulative action of hexachlorophene is 
apparently due to a film of the antiseptic deposited on 
the skin. Since this is soluble in alcohol, rinsing the 
hands in alcohol after washing them in hexachlorophene 
soap will prevent the hexachlorophene from having its 
effect. The action of alcohol, on the other hand, ends 
when it has evaporated from the skin, so that surviving 
Organisms can increase without hindrance inside the 
surgeon’s gloves. Perhaps this dilemma may be resolved 
by incorporating hexachlorophene or some other 


antiseptic, such as chlorhexidine, in the alcohol rinse. 
Since puncture of a glove during operations and skin 
carriage of Staph. aureus are both common, the skin 
of the surgeon and of the patient must be regarded as 
primary potential sources of wound contamination. It 
is obviously as important, therefore, to choose the best 
method of skin disinfection as to install the most effective 
sterilizing and ventilating equipment in operating- 
theatres. Careful comparative studies of alternative 
methods by a reliable technique are needed. Other 
things being equal, an improvement in skin disinfection 
should result in a lower incidence of wound sepsis, but 
the factors which determine sepsis are numerous, and 
it is not surprising that published data on the protective 
role of skin disinfectants are inconclusive. We must hope 
that more exact and comparable records of wound 
healing after different techniques of skin disinfection will 
help to solve this problem. 


SOCIAL WORKERS 


A working party under the chairmanship of Miss E. L. 
Younghusband was appointed by the Minister of Health 
in 1955 to inquire into “the proper field of work and 
the recruitment and training of social workers at all 
levels in the local authorities’ health and welfare services 
under the National Health Service and National 
Assistance Acts, and in particular whether there is a 
place for a general-purpose social worker with an in- 
service training as a basic grade.” The services thus 
coming under review included those concerned with 
mental health, elderly and handicapped persons, moral 
welfare, aftercare of the sick, and domestic help in 
the home. The working party, whose report! was 
published earlier this month, recognized three grades 
of need for the services of social workers and 
recommended that they should be met in the following 
way. A new group of workers to be called welfare 
assistants (who are to have in-service training lasting 
six to eight weeks) will deal with straightforward cases. 
Qualified social workers who will have undertaken a 
two-year full-time training course and passed an 
appropriate examination will look after the needs of 
those requiring systematic help for more difficult 
problems. Finally, all case-work requiring special skill 
will be the responsibility of experienced and profes- 
sionally trained social workers such as almoners or 
psychiatric social workers. 

The report stresses the need for co-operation between 
these three groups of social workers and general 
practitioners, health visitors, hospitals, home nurses, 
and so on. The position of the health visitor is not 
clearly defined in the report. The evidence* which the 
B.M.A. presented to the working party in 1956 stated 
quite categorically that “there is no place for an all- 
purpose social worker other than the health visitor, who 
can be the means of arranging for additional help when 
this is requested by the family doctor.” During the 


1 Report of the Working Party on Social Workers ‘in the Local Authority 
Health and Welfare Services, 1959. H.M.S.O., London. Price 15s. net. 
2 Brit. med. J., Suppl., 1956, 1, 294. 
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intervening years of the working party's deliberations 
the link between family doctors and health visitors has 
grown closer, and most general practitioners now look 
towards health visitors for help with the health and 
social needs of their patients. The health visitor, with 
her background of nursing and social training and her 
knowledge of family visiting, must surely remain the 
“ general-purpose” social worker so far as general 
practitioners are concerned. 

The report of the working party recommends that the 
present number of social workers should be doubled 
in the next ten years, with the largest number coming 
into the intermediate group of qualified social workers. 
Most of those in posts at present are untrained, and 
the younger and less experienced of these, the report 
suggests, should be released for modified but still rather 
lengthy courses of training. This would certainly be 
desirable, but because of the rapid growth of the welfare 
and mental health services it will be difficult for local 
authorities to release their present staff for training, 
except perhaps for very short periods. The courses of 
training for those in employment at present, therefore, 
will probably have to be much shorter than those 
envisaged in the report. 

The report also advocates better conditions of work 
for welfare workers and a review of present salary 
scales. The training contemplated would justify an 
improvement in pay, but this will make even more 
urgent a review of some other salary scales. Even now 
untrained welfare and mental health officers may earn 
more than highly trained nurses employed in health 
departments. 


ANDROGEN THERAPY 


The clinical uses of androgens can be classified as 
physiological or pharmacological. The physiological 
use is the replacement of male hormone in patients who 
fail to produce a sufficient amount for themselves. 
More debatable is the pharmacological use—the 
administration of androgens to patients whose output 
of male hormone is not considered to be abnormal, 
in order to stimulate protein anabolism or provide 
anti-oestrogenic activity. 

In cases of eunuchoidism due to intrinsic testicular 
defect (primary hypogonadism), testosterone in some 
form or other is the correct treatment. When 
eunuchoidism is the result of failure of the pituitary to 
secrete gonadotrophins (secondary hypogonadism), 
treatment with gonadotrophin is theoretically desirable. 
But since preparations of human pituitary gonado- 
trophin are not available, and since human chorionic 
gonadotrophin (distinctly second best) has to be given 
by frequent injections, androgen therapy is often 
preferable for these patients too. It is usually best to 
begin treatment intensively—either by implanting 
600-800 mg. of testosterone or by injecting one of the 
long-acting esters, such as the oenanthate or cyclo- 
pentyl propionate, in a dose of about 250 mg. weekly 
or fortnightly. If testosterone propionate is given, 
injections thrice weekly of 25—50 mg. are needed. Once 


' Watson, G. W., and Turner, R. L., Brit. med. J., 1959, 1, 1315. 
* Ibid., 1959, 1, 1336 


a good response has been obtained, maintenance 
therapy may be satisfactory with oral methyl 
testosterone, though this will require 20-50 mg. daily. 
It may therefore be better to give fluoxymesterone, 
which, as Dr. Richard M. Buckle shows in an article at 
p. 1378 of the Journal this week, is some 10 times as 
active by mouth and proves effective in a daily dose 
of 2-4 mg. 

In the treatment of eunuchs (castrated patients) 
maintenance therapy by implants, injections, or by 
mouth usually presents no difficulties. The “male 
climacteric,” however, is a somewhat more debatable 
matter. Suffice it to say that loss of libido in a middle- 
aged man, without other symptoms, is nearly always 
psychogenic and unlikely to respond to androgen 
therapy. But when true climacteric symptoms are 
present, as they may be in a minority of men—seldom 
before the age of 55—replacement androgen therapy is 
usually strikingly beneficial, and administration by 
mouth is normally adequate. 

The pharmacological uses of androgens are 
numerous. In the treatment of impotence they are 
usually unsuccessful unless the impotence is in fact a 
symptom of hypogonadism. For their anabolic 
properties they are given to patients in debilitated 
states, to patients with Simmonds’s and Addison's 
diseases, after severe surgical procedures and burns, and 
in acute and chronic renal failure. Since in these cases 
the virilizing effects of testosterone are usually not 
desirable, “ non-virilizing androgens (a term which is 
relative only) such as androstanolone or its methyl 
derivative, norethandrolone, or nandrolone, are 
preferred. In the treatment of women androgens are 
given mainly for certain menstrual disorders, such as 
menorrhagia, dysmenorrhoea, premenstrual tension, 
and fibrocystic mastopathy. They are not notably 
successful in any except the last of these, for which 
5-10 mg. of: methyl testosterone a day by mouth is 
usually effective. It must not be given continuously lest 
virilizing signs—hirsutism, acne, voice changes—appear. 
Interruption of treatment after a month for 10-14 days 
will prevent this, though a few susceptible women may 
develop hirsutism even then. If treatment is stopped at 
this stage, the effect is reversible. 

In combination with oestrogen, androgens may be 
helpful in the control of climacteric symptoms which 
have not responded to oestrogen alone. Again 
continuous uninterrupted treatment is risky. The 
combination of oestrogen with androgen has proved 
valuable in the treatment of osteoporosis and in 
promoting the union of slipped epiphyses. A further 
indication for combined therapy is so-called inhibition 
of lactation. There is evidence that a single injection 
of 3 ml. of a preparation containing testosterone 
oenanthate and oestradiol valerianate (a long-acting 
ester), given at the end of the first stage of labour or 
within one hour post-partum, may be more effective in 
preventing engorgement and pain in the breasts than 
other more conventional methods. As was discussed in 
the Journal last week,'? androgens also have an 
important place in the treatment of patients with 
carcinoma of the breast. 


M 

Cli 

This 

dises 

No. 

D 

He 

dysp 
swel 

sync 

ting 

swal 

beca 

Hos; 

0: 

“4 but. 
the 

regu 

130/ 

: 

syst 

card 

— ape? 

mide 

of n 

pans 

tricu 

able 

: both 

not | 
‘ The 

U 
rubi 

Bi 

(104 

+ Li 
2.2 

unit: 
zine 

mg., 

; ml. | 

ized 

mon 

El 

trop 

Poss 


May 30, 1959 


CASE OF ISCHAEMIC HEART DISEASE 1401 


— 


Clinicopathological Conference 


¢ 


A CASE OF ISCHAEMIC HEART DISEASE 
DEMONSTRATED AT THE 
POSTGRADUATE MEDICAL SCHOOL OF LONDON 


This is the case of an elderly man with ischaemic heart 
disease, jaundice, and pulmonary complications (Case 
No. 205,145; P.M. No. 8,131). 


Clinical History 
Dr. J. F. Goopwin: This patient was a man of 67. 
He was perfectly well until May, 1957, when he noticed 
dyspnoea on exertion and orthopnoea, preceded by 
swelling of the ankles. He had no pain in the chest or 
syncopal attacks. In August, 1957, he noticed a yellow 
tinge to his skin, and experienced difficulty in 
swallowing, followed shortly afterwards by vomiting 
after meals. He began to lose weight and his stools 
became pale. He was admitted to Hammersmith 
Hospital on August 23. ; 
On examination he was dyspnoeic at rest, with slight 
but definite icterus. There was considerable oedema of 
the legs. Cardiovascular System—The pulse was 
regular, small in volume, and normal in character (B.P. 
130/90 mm. Hg). The jugular venous pressure was 
9 cm. above the sternal angle, with a pronounced 
systolic wave indicating tricuspid incompetence. The 
cardiac impulse was left ventricular in type, and the 
apex beat was thrusting, 1 in. (2.5 cm.) outside the 
midclavicular line. There was an ejection systolic murmur 
of medium intensity at the base of the heart, and a 
pansystolic murmur, increasing on inspiration, at the 
tricuspid area. The second heart sound was unremark- 
able. Lungs.—There were rhonchi and crepitations at 
both bases. Abdomen.—The liver was enlarged 34 
fingerbreadths below the costal margin, and was 
smooth and tender. There were no nodules and it did 
not pulsate. The spleen was not enlarged. 
The other systems were quite normal. 


INVESTIGATIONS 


Urine-—Trace of albumin and _ bili- 
rubin. 

Blood.—Haemoglobin 15 g./100 ml. 
(104%); W.B.C. 8,000; blood urea 163 
mg./100 ml. 

Liver Function Tests —Serum bilirubin 
2.2 mg./100 ml.; thymol turbidity 2.5 
units; alkaline phosphatase 12.5 units ; 
zinc sulphate 4.5 units; cholesterol 260 
mg./100 ml.; total proteins 7.3 g./100 
ml. (albumin 3.9, globulin 3.4 g./100 ml.). 

Chest Radiograph—Gross general- 
ized cardiomegaly. Large main pul- 
monary arteries. Possible infarct in 
lingula region. . 

Electrocardiogram (Fig. 


TREATMENT AND PROGRESS 


A diagnosis of ischaemic heart disease, aortic valve 
sclerosis, and congestive heart failure with tricuspid 
incompetence was made. The radiographic shadow in 
the left lung raised the suspicion of pulmonary arterial 
embolism or thrombosis, with infarction. The jaundice 
was thought to be cardiac or due to carcinoma of the 
cardia with glands in the porta hepatis. 

The oedema diminished and the jugular venous 
pressure fell with diuretic therapy and digitalis, but on 
August 26 the patient suddenly developed severe 
substernal pain radiating down the left arm. His blood 
pressure fell to 90/60 mm. Hg, and early diastolic gallop 
rhythm appeared. The electrocardiogram suggested an 
extension of the old anterior infarction, with atypical 
(peri-infarction) bundle branch block (Fig. 2). 
Treatment with anticoagulants was started, and he 
appeared to improve. A further electrocardiogram 
(Fig. 3) taken on August 27 showed resolution of the 
bundle branch block, but the patient died suddenly the 


next day. 
Clinical Diagnosis 

(1) Ischaemic heart disease: aortic valve sclerosis. 

(2) Congestive cardiac failure: tricuspid incompetence. 

(3) Pulmonary infarction: ? pulmonary artery 
thrombosis. 

(4) Jaundice: ? due to heart failure, ? due to 
malignant disease. 


Post-mortem Findings 


Dr. I. DontacH: The post-mortem examination was 
done 12 hours after death. The body was that of a man 


VF i 


1).—Hyper- Fig. 1.—Electrocardiogram (August 24, 1957). Left axis deviation. Horizontal 


trophy of right and left ventricles. heart. Deep S waves in praecordial leads V, to V,. QS pattern in V,.. Small 


Possible old anterior 


infarctions. 


: monophasic R wave in V,. QS pattern in VF. R wave 15 mm. in VL, with inverted 
and posterior fF’ wave. Dominant Rin VR. Interpretation: Hypertrophy of right and left 
ventricles. Old anterior and possibly posterior infarction. 
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of weight 9 st. 6 lb. (60 kg.), height 5 ft. 10 in. (1.75 m.). 
There was slight ankle oedema ; the conjunctivae were 
icteric. The left pleural space contained 175 ml. of 
straw-coloured fluid, and there were 100 ml. of ascitic 
fluid. 


Heart (560 g.) showed right and left-sided enlarge- 
ment. The left auricle was dilated, the mitral ring 


VF 
Fic. 2.—Electrocardiogram (August 26, 1957). 
RS complex in right praecordial leads. 
Monophasic R wave in VR. Interpretation: 
infarction intraventricular block. 


dilated to a circumference of 120 mm. ; the left ventricle 
(Fig. 4 and 5) was grossly dilated. The wall of the left 
ventricle was hypertrophied in its basal half to a 
thickness of 2 cm. and thinned to 0.5 cm. in its apical 
third. The endocardial lining of the left ventricle was 
replaced by a layer of fibrous tissue averaging | mm. 
in thickness, covered in the apical region by old and 
fresh thrombus. The aortic cusps were hyalinized and 
somewhat rigid, but apparently competent; there was 
no fusion of cusps, and no aortic stenosis. The right 
auricle was moderately dilated; the tricuspid ring 
dilated to a circumference of 150 mm. ; and the right 
ventricle both dilated and hypertrophied especially in 
its outflow tract where the muscle thickness of 8 mm. 
was more than twice normal. The pulmonary ring was 
of normal circumference (85 mm.) The 

coronary artery tree showed widespread 
narrowing by calcified atheroma. This { |, 


occlusion was macroscopically complete: "7 
(1) for a length of 1 cm. in the anterior 
descending branch 2 cm. beyond its VR 


origin ; (2) for most of the length of the 
marginal branch of the left coronary ; 
and (3) for a length of 2 cm. in the right 
coronary artery 1 cm. beyond its origin. 
There was marked myocardial fibrosis in 
the anterior, lateral, posterior, and septal 
walls of the apical third of the left 
ventricle, fine fibrous scars in the 
posterior basal wall of the left ventricle, 
but no fibrosis in the right ventricle. 
Microscopical sections confirmed these 
findings and showed endomyocardial ;. 


fibrosis of the left ventricle with attached " 
organizing thrombus, but no evidence 
fresh myocardial 
the 


infarction. block. 


occlusions 


of any 


Sections of coronary 


hypertensive 


Wide QRS complexes (0.2 sec.). 
Qs Fence in left praecordial leads. 
ecent anterior infarction. 


showed prominent central vascular channels with the 
formation of new elastic fibres and smooth muscle in 
their walls. There was no fresh coronary thrombosis. 
The aorta showed a considerable degree of galcified 
atheroma, especially in its distal part. 

The main pulmonary artery was dilated and 
atheromatous, but free of thrombus. However, the 
proximal 3 cm. of both the right and 
left pulmonary arteries were almost 
occluded by firmly attached ante- 
mortem thrombus (Fig. 6). The distal 
branches of the pulmonary arteries 
were atheromatous and free of 
VL thrombus. The right lung (500 g.) 
and the left lung (450 g.) were well 
aerated and free of oedema. There 
was an infarct in the lingular segment 
of the left lung. Microscopical sections 
of the lungs show normal “non- 
” vessels. In the region 
recanalization of 
arteries could be 


of the infarct 
thrombosed small 
seen. 


The liver was not enlarged. It 
showed a_ typical nutmeg pattern, 
—_— confirmed by microscopy, which in 

addition revealed numerous bile- 
thrombi most markedly in surviving 
centrilobular hepatic cells. There was 
considerable atheroma of the basal 
vessels of the brain, which was normal 
in weight. The viscera in general were congested. The 
kidneys (right 175 g., left 195 g.) were mildly sclerotic. 
The bladder was dilated and hypertrophied. The 
prostate showed a well-marked middle-lobe enlarge- 
ment, and the periprostatic veins were filled with 
ante-mortem thrombus. The femoral veins on both 
sides contained fluid blood only. 


Peri- 


Pathologist’s Diagnosis 
(1) Ischaemic heart disease. 
(2) Left ventricular endomyocardial fibrosis. 


(3) Thrombosis of the right and left pulmonary 
arteries. 


(4) Cor pulmonale. 


VF 
Fic. 3.—Electrocardiogram (August 27, 1957). 


Resolution of the intraventricular 


ST segment elevation persists in prae-cordial leads, and leads II, II, and 
VF. The PR interval is variable, QS complex in V.,. { ; 
intraventricular block due to local oedema secondary to infarction. 


Interpretation: Temporary 
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Middlesex Hospital a few years 
ago* and we came to the con- 
clusion—or, rather, Professor 
Harrison did—that the majority 
were the result of emboli, but 
that some were almost certainly 
thromboses in situ in a diseased 
pulmonary vascular bed. Most 
of our cases had some form of 
cardiovascular or pulmonary 
disease. Thrombosis or 
embolism of a major pul- 
monary artery can be suspected 
if a patient who has had a pul- 
monary infarction or throm- 
bosis of a leg vein then develops 
signs of pulmonary or right 
ventricular hypertension with 
progressive right heart failure. 

It is interesting that this 
patient did in fact have con- 


siderable tricuspid incom- 
petence in life, and also 
hypertrophy of the right 


ventricle at necropsy. Fig. 7 
shows the characteristic radio- 
logical appearances in a man 


Fic. 4.—Left ventricle showing patchy endomyocardial fibrosis (E), thinning of the apical 
muscle, and thrombus deposition (T) on the fibrous endocardium overlying the thinned 


apical muscle. 


(5) Dilatation of the tricuspid ring. The moderate 
rather than marked dilatation of the right auricle was 
considered evidence of a slight rather than a severe 
degree of tricuspid incompetence. 

(6) Nutmeg liver. 

Discussion 
PULMONARY ARTERY THROMBOSIS 

Dr. Goopwin: I would like to raise several points 
about this case. Perhaps we could take the pulmonary 
artery thrombosis first. Professor Harrison and | 
studied a series of cases with Dr. Ball of the Central 


who had repeated haemoptyses 
and swollen legs, due to deep 
venous thrombosis. He had 
signs of pulmonary hyper- 
tension and his right main pulmonary artery was 
enlarged and rather sausage-like and was apparently 
cut off at segmental level. It did not  pulsate 
at all, and there was a little calcium in the thrombus. 
The angiogram (Fig. 8) shows that the right branch to 
the lower lobe does not fill with contrast medium. The 
right ventricular pressure was high and the cardiac 
output low, and in this case I think the cause of the 
thrombosis was without question repeated emboli from 
the leg veins with superadded thrombus. So I would 


*Ball, K. P., Goodwin, J. F., and Harrison, C. V., Circulation, 
1956, 14, 766. 


: 
: 
Fic. 5.—Lining of left ventricle (x 50) showing myocardium - the left, hyalinized fibrous tissue in the middle, and thrombus on eer ve 
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suggest—and I would like Professor Harrison’s views on 
this—that the patient we are now discussing developed 
a pulmonary artery thrombosis as a result of his severe 
ischaemic heart disease, heart failure, low cardiac output, 
and atheromatous pulmonary artery. He perhaps had 
some emboli from the calf or pelvic veins in addition. 


PAINLESS CARDIAC INFARCTION 


The second point is the painless nature of the original 
cardiac infarct, whereas terminally he had pain but 
apparently no 
recent infarct. The 
problem of pain- 
less infarction is 
very interesting. 
There is a lot of 
doubt as to whether 
painless cardiac in- 
farction really does 
occur and what it 
means. There are 
very variable views 
on the incidence, 
varying from 60% 
to none at all in 
different series. I 
think most people 
agree that truly 
painless infarction 
is very rare, but 
that the pain 
is often over- 
shadowed by 
dyspnoea or heart 
failure, or by loss 
of consciousness 
which may be the 
result of a tem- 
porary conduction 
defect, arrhythmia, 
or perhaps cerebral 
embolism. Some- 
times in retrospect 
the patient forgets 
that he has had the 
pain, though occa- 
sionally one does 
see patients from 
whom it is quite 


before developing this very severe and very rapidly 
progressive heart failure. 

Another point perhaps is the presence of tricuspid 
insufficiency in a patient with sinus rhythm, and | 
expect Dr. Shillingford will like to comment on that. 


THE JAUNDICE 


Then there is the question of the jaundice. I think it 
is usually accepted that jaundice in cardiac failure has 
no single cause and is often the result of a congested liver 

which cannot deal 
with the normal 
pigment meta- 
bolism, while in 
addition there is 
often a haemolytic 
factor—in_ other 
words, liberation 
of blood pigments 
from an_ infarc- 
tion.t This man 
had tricuspid in- 
sufficiency, cardiac 
failure, which 
would damage the 
excretory powers 
of the liver, and in 
addition he _ had 
pulmonary infarc- 
tion, although the 
problem remains 
as to whether this 
would have been 
extensive enough 
to have contribu- 
ted very much to 
the jaundice. 

Finally, I think 
the amount of 
endocardial fibrosis 
is of great interest. 
This surely 
much more than is 
usually found in 
cardiac infarction. 


STATE OF THE 
HEART 
Professor C. V. 


impossible to get 
any history of 
pain, or even of an 
equivalent of pain. 
The latest study on this subject I know comes from 
Evans and Sutton,t who found painless infarcts in 70 
patients and noted that there was an association with 
atrial fibrillation and hypertension—both of which are 
common in ischaemic heart disease. To diagnose 
painless infarction one must have either necropsy 
control or absolutely definite cardiographic evidence. 


I would think that, in the present case, the heart 
failure probably came on fairly suddenly as a result of 
the ischaemic heart disease, and that this overshadowed 
the pain of infarction. But perhaps he had the 
pulmonary thrombosis first, then developed right heart 
failure, followed by cardiac infarction. However, it is 


a little odd that he had no chest pain or syncope at all 
tEvans, W., and Sutton, C. C., Brit. Heart J.. 1956, 18, 259. 


Fic. 6.—Right lung showing atheromatous pulmonary artery branches and occlusive 
thrombus (T) in the lumen of the main right pulmonary artery. 


HARRISON: I agree 
with Dr. Good- 
win’s explanation 
of the pulmonary 
thrombosis. I think the fact that there was bilateral 
occlusion suggests this man had an ordinary saddle 
embolus. The clot probably retracted against the wall, 
shrank, and then thrombus was deposited on it, 
smothering it so that one can no longer see its original 
coiled, embolic shape. 

Dr. DoniacH: Professor Harrison, | was wondering 
why in this case—as in so many others—we don’t find 
scarring or infarction of the right ventricle. Have you 
any views on why it is so rare even in this sort of 
case where all the main coronary arteries are 
macroscopically occluded ? 

Professor HARRISON: It certainly is true that the right 
ventricle gets its supply from the right coronary artery 

tSherlock, S., Brit. Heart J., 1951, 13, 273. 
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by branches that run downwards towards the apex, and 
yet even a proximal occlusion is excessively rarely 
associated with infarction. Why this should be so is 
quite unknown. 

Dr. I. C. GILLILAND: Would you care to speculate as 
to why this right ventricle was hypertrophied to that 
degree ? 

Professor HARRISON: Two factors operated: the first 
was a left ventricular failure with pulmonary venous back 
pressure and rise in pulmonary arterial pressure. So, in 
other words, there was a _ secondary pulmonary 
hypertension. In addition we have this pulmonary 
thrombosis with an organic occlusion. I think I am 
right in saying that you will get hypertrophy irrespective 
of the cause of cardiac failure. In fact patients 
suffering from ischaemic heart disease develop 
hypertrophy when they fail. 


FUNCTIONAL TRICUSPID INCOMPETENCE 

Dr. J. P. SHILLINGFoRD: There really is a great 
amount of unnecessary confusion over a functional 
tricuspid insufficiency and atrial fibrillation. If the 
right ventricle dilates, the valve ring dilates and 
produces functional tricuspid insufficiency. The cusps 
of the valve only just close in health and anything 
which causes dilatation of the ventricle makes the valve 
incompetent. Dilatation can occur in the presence of 
either atrial fibrillation or sinus rhythm. It is 
sometimes difficult to interpret the right atrial pressure, 
and tricuspid incompetence has been considered to be 
present in every case of established fibrillation. But 
one can have atrial fibrillation without a raised venous 
pressure or dilated right ventricle, and in these 
patients we have not been able to find evidence of 
tricuspid insufficiency. In the series of cases we looked 
into something like half were in sinus rhythm and half 


were in atrial fibrillation, and all had tricuspid 
insufficiency. 
I should like to ask Dr. Doniach one thing. I am a 


that 


the post-mortem finding of 


little concerned 


Fic. 7.—Six-foot (1.8 m.) postero-anterior radiograph of the chest 

of a patient with thrombo-embolic pulmonary hypertension and 

thrombosis of the right main pulmonary artery. Both main 

pulmonary arteries are greatly enlarged and the branches to the 

right lower zone are deficient. (Reproduced by permission of the 
Editor, British Journal of Radiology.) 


E 


Fic. 8.—Venous angiocardiogram of same patient as in Fig. 7. 
The main branch of the pulmonary artery to the right and lower 
middle lobes does not fill and there is little opacification of the 
corresponding smail branches. The right ventricular pressure 
was 85/4 mm. Hg, and the cardiac output 3.1 litres/ minute, 
indicating considerable obstruction of the pulmonary arteriolar 
bed by thrombo-embolism. (Reproduced by permission of the 
Editor, British Journal of Radiology). 


hypertrophy and dilatation of the right atrium should 
be correlated with the amount of regurgitant flow. 
The right atrium is in free communication with a large 
vascular bed on the right side: there are no valves 
between the atrium, the superior vena cava, and the 
inferior vena cava, and therefore any reversed flow is 
automatically reflected right through the system, and 
the right atrium itself, unlike the left, does not take very 
much of the brunt of the regurgitant flow. To say that, 
because the atrium is not very large, therefore there 
isn’t very much back flow is, I think, a conclusion we 
ought to be rather careful about. 


Dr. DoniacH: I accept your correction. 


ENDOCARDIAL FIBROSIS 


Dr. Goopwin: Professor Harrison, the finding of 
clots in the ventricle after cardiac infarction is not 
Do you think the considerable degree of 


uncommon. 
endocardial fibrosis in this case suggests separate 
endocardial disease, or is it just the result of 


thrombosis over an inactive area of ventricle and 
perhaps prolonged ischaemia ? 

Professor HARRISON: I think it is generally accepted 
in the ordinary case that there is sufficient damage to 
the endocardium to permit the formation of thrombus. 
This certainly becomes organized by fibrosis and leaves 
a white scar. Whether that is also the explanation of 
the widespread fibrosis that Dr. Doniach showed us, I 
don't know. 


TERMINAL PAIN 


Dr. Goopwin: We haven't really got 
explanation for this patient’s terminal pain. 
no recent cardiac infarct. 


a good 
There was 
Was there any evidence of 
fresh pulmonary embolism or thrombosis that might 


account for it? The cardiographic appearances 
might fit with those of acute right ventricular stress due 


—— 
4 
a 
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to pulmonary embolism grafted on to old cardiac 
infarction and ventricular hypertrophy. Pulmonary 
thrombo-embolism might be the explanation therefore 
of the terminal pain and of the sudden death. Chest 
pain in pulmonary embolism is now, I think, generally 
accepted as being ischaemic in origin, in other words 
due to impaired coronary flow as a result of a sudden 
fall in cardiac output, and not due to some specific 
pain stimulus set up by the embolus in the pulmonary 
artery. 

Dr. Dontach: Would you in fact get peri-infarction 
bundle branch block under those circumstances, 
pointing more to cardiac than pulmonary infarction ? 

Dr. Goopwin: Well, I would have thought not. 
And, as you heard, I was pretty dogmatic that this was 
a cardiac infarct. On the other hand, when you get a 
grossly disorganized cardiogram due to old cardiac 
infarction and ventricular hypertrophy, it’s a_ bit 
difficult to be dogmatic about further episodes. And 
there is no doubt that acute right ventricular stress such 
as is produced by pulmonary embolism can produce 
appearances in chest leads which are very similar to 
anterior infarction.* I think, looking back, it is a 
reasonable explanation. 


We are grateful to Dr. J. P. Shillingford and Dr. B. E. 
Heard for assistance in preparing this report, and to Mr. 
W. H. Brackenbury for the photographs. 


RECURRENT PAINS IN CHILDREN 


[FROM A SPECIAL CORRESPONDENT] 


“ Paediatrics, which was a small island, is developing 
into a Commonwealth of interrelated large territories.” 
This remark was made by the opener in a discussion on 
recurrent pains in children, which was one item in the 
programme of a Study Group on “ Psychosomatic 
Aspects of Paediatrics,” meeting from May 8 to 10 at 
the Royal College of Physicians under the auspices of 
the Society for Psychosomatic Research. The background 
to the remark and to the meeting is interesting: Many 
paediatricians—mostly of the post-war vintage—have 
expressed a wish to learn more about the fundamentals 
of non-physical disorders, with which their work is 
increasingly concerned. Accordingly the Society for 
Psychosomatic Research, which last year organized a 
Study Group on “The Nature of Stress Disorder,”+ 
followed it up this year with one planned round the 
child. In this Study Group paediatricians and 
psychiatrists predominated, but general practice, 
philosophy, psychology, biology, epidemiology, and 
Statistics were all represented. 

The Study Group discussed some common clinical 
problems, like constipation and encopresis. Some 
sessions were, however, devoted to more fundamental 
subjects such as “The Child and his Symptom,” 
identification, learning theory, and problems of psycho- 
somatic research. In one outstanding session Miss 
ANNA FREUD answered problems posed by many 
members of the group. 


*Goodwin, J. F., Brit. Heart J., 1958, 20, 191. 
+See British Medical Journal, 1958, 1, 1173. 


Rarity of Organic Causation 

The opening papers cf the discussion on recurrent pains 
in children, with Dr. CHARLES NEWMAN as chairman, were 
based on studies which have been continued for some years 
at Bristol by Dr. JoHN Aptey and his colleagues. The size 
of the problem had been estimated from surveys of 
unselected schoolchildren: 4° of 721 schoolchildren had 
limb pains (often miscalled “ growing pains”), and 11% 
of 1,000 children had abdominal pains; no figures were 
available for head pains, but these were among the 
commonest causes for frequent absences from school. Having 
established that these recurrent pains are common, Dr, 
Apley went on to show how few are due to organic disease, 
Among nearly 500 hospital cases investigated, an organic 
cause was found in only 25 (1 in 20). It was obviously 
important to recognize and treat the organic case, but in the 
large majority of cases no organic cause could be found. 
In most the criteria of psychosomatic disorder were fulfilled, 
and in these too appropriate treatment was important. 

As there has been little, if any, previous evidence to show 
what happens to children with recurrent pains when they 
grow up, Dr. Apley summarized a follow-up series (with 
controls) of 30 young men and women who as children had 
attended hospital with recurrent abdominal pain. No 
organic cause had been found, and they had been virtually 
untreated. The survey was carried out between 8 and 20 
years later, when a surprisingly high proportion still had 
symptoms, Under one-third were symptom-free ; nearly 
one-third had lost their abdominal pains, but had other 
bodily or nervous symptoms; and over one-third still 
complained of abdominal pains, usually with other recurrent 
pains and nervous disturbances. More than half the total 
had bad headaches, including three with classical migraine. 


A Familial Affliction 


Some interrelationships between recurrent pains in 
different sites were shown to exist, and a high frequency of 
similar pains (and nervous disorders) in other members of 
affected families was demonstrated. Dr. Apley suggested that 
the common, recurrent, non-organic pains of childhood 
should be grouped together as expressions of a familial 
pattern of reaction to stress. Dr. R. F. BARBOUR quoted 
from the Bristol studies to show that school difficulties 
occurred in 56% of children with recurrent abdominal pain 
(12% in controls). It was found that many of the children 
were sensitive, nervous, and poor mixers, with difficulties in 
eating and sleeping. The mothers were often above the 
average age, and many had a psychosomatic disorder. If, 
he said, one accepted the thesis that recurrent pains were 
the result of tension, the problem was how to reduce tension. 
“The medical profession has been fairly expert in treating 
infection—is it going to be equally efficient in dealing with 
anxiety ? ” 

In the subsequent discussion Dr. Mary Capes drew 
attention to the assessment of more serious underlying 
disorders, which needed special psychiatric treatment; in 
the Bristol cases one child in about 10 was referred to a 
psychiatrist. Dr. P. T. Bray discussed the difficulties in 
getting an accurate description of pain; Dr. APLEY had 
found the characteristics of the pains of little help in 
diagnosis, but non-central abdominal pain was more likely 
than umbilical pain to be due to an organic cause. Dr. 
Mitprep Creak referred to the “ purpose” of pain, and 
spoke of the child who may have “no refuge left but in 
the caverns of psychosis.” 

Dr. J. Kempton, Dr. Braestrup (of Copenhagen), and 
Dr. H. Witttams (of Melbourne) discussed the faecal 
abnormalities which are observed in a few children with 
abdominal pain, and it was generally agreed that these are 
secondary disturbances. Professor A. V. NEALE mentioned 
a possible relationship between vomiting in early life and 
migraine later. 
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Drug Treatment of Disease 


TREATMENT OF DIABETES MELLITUS 


TREATMENT OF DIABETES MELLITUS* 


2. INSULIN PREPARATIONS AND THERAPEUTIC USES 


BY 


WILFRID OAKLEY, M.D., F.R.C.P. 
Physician in Charge of the Diabetic Department, King’s College Hospital, London 


There are now no fewer than seven insulin preparations 
available for the treatment of diabetes. They are all 
put up in strengths of 40 and 80 units per ml. (U40 and 
U80), but soluble insulin is also obtainable in a strength 
of 20 units per ml. (U20), and, on special application to 
the manufacturers, of 320 units per ml. (U320). 

The characteristic appearance and approximate 
duration and intensity of activity of these insulin 
preparations are summarized in the Table ; suitable times 
for testing urine are also included. It should be 
remembered that the larger the dose of insulin the longer 
its action; this fact is of great importance in respect 
of testing urine, arrangement of diet, and the likely 
incidence of hypoglycaemia. 

Certain rules should be followed in the mixing of 
insulin preparations. Soluble insulin can be mixed with 
P.Z.1., globin, and isophane, but not with the lente 
insulins. If soluble insulin is mixed with P.Z.I. in the 
same syringe, allowance must be made for the conversion 
of a certain amount of soluble into P.Z.I.; for this 
reason, as a rule, the dose of soluble should exceed that 
of P.Z.1. When soluble is mixed with isophane insulin 
(N.P.H.) no such conversion takes place. It is wise 
never to mix more than two insulin preparations in the 
same syringe. Lastly, all insulin suspensions should 
be well shaken before use. 

Local reactions may occur with any preparation, but 
are more common with P.Z.I. than with soluble or the 
lente insulins. 


There is a wide range of choice in insulin therapy, 
and it may be possible to achieve the same degree of 
control in more than one way ; the following remarks 
on the indications for the use of individual insulins or 
mixtures of insulins should not therefore be regarded 
as hard-and-fast rules, but rather as guiding principles 
based on the experience and prejudices of the author. 


Soluble Insulin 

In all diabetic emergency states, such as acute 
infections, precoma, and coma, soluble insulin should 
always be used alone and at short intervals. In such 
conditions dosage will depend on a number of factors 
such as age, previous insulin requirement, and the 
severity of ketosis, but Lawrence’s suggestion that the 
number of units should be one-tenth of the blood-sugar 
value in milligrams per 100 ml. is a sound guide, 
especially if, for blood sugars of 500 mg. or less, the 
fasting value of 100 mg. is subtracted before the 
calculation is made. 


In maintenance therapy, injection of soluble insulin 
morning and evening is the oldest and still probably the 
best way of controlling severe diabetes. Apart from 


J mn I of this article appeared in the Journal of May 16, 


the inconvenience of two injections, the chief drawback 
of this otherwise simple and adaptable method of 
treatment is the tendency for very insulin-sensitive 
patients to relapse into heavy glycosuria and ketonuria 
during the last few hours before the next injection. This 
tendency is most marked before the morning injection 
and can be prevented by adding a small dose, 4 to 12 
units, of P.Z.I. to the evening injection of soluble insulin, 
and giving it before tea instead of before the evening 
meal. This modification of two injections of soluble 
insulin is of special value in the treatment of young 
diabetics and in the management of the pregnant diabetic 
woman. It is probably true to say that the majority of 
children over the age of 10 are best treated with morning 
and evening injections of soluble insulin, for single- 
injection methods are less efficient and more apt to give 
rise to ketosis, hypoglycaemia, and late complications 
of the disease. It is often a good plan to start treatment 
in the very young diabetic with a single injection of a 
long-acting preparation, such as lente insulin, but it is 
always wise to warn the parents that, when the child 
approaches puberty, two injections will probably be 
required to keep the diabetes in good control. 


Protamine Zinc Insulin 


This is the oldest available long-acting insulin, and, 
though its action covers a period of 24 hours or longer, 


Preparations of Insulin; Times for Testing Urine 


Duration} Intensity Times for 
and |ofAction| of Testing 
ng in Hours} Action Urine 
Soluble insulin | Clear A.M. dose be- 
U20 cream label 6-8 Strong fore mid-day 
U40 blue label meal or tea 
U80 green label P.M. dose on 
waking 
P.Z.1 Cloudy 
U40 blue and pink 24 Weak Before 
U80 green and pink breakfast 
Globin Clear Before tea or 
U40 blue and orange | 8-12 | Moderate| evening meal 
U80 green and orange whichever is 
better 
Isophane Cloudy 
(N.P.H.) U40 blue and white 8-12 ” 
U80 green and white 
1.Z.S. amor- Cloudy 
phous (semi- | U40 blue and red 8-12 
lente) U80 green and red 
1.Z.S. crystal- Cloudy 
line (ultra- U40 blue and yellow 
lente) U80 green and yellow 24 Weak Before 
breakfast 
1.Z.S. (lente) Cloudy 
U40 blue and mage.tta 24 Moderate | As for semi- 
U80 green and (short) and ultra- 
magenta Weak lente 
| (long) 


N.B. (1) The duration of action stated is for moderate doses of 40 units or 
less; larger doses have a more prolonged action. (2) The bladder should be 
emptied half to one hour before all tests except that made on the waking 
specimen. 
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it is weak and delayed in onset. For these reasons it 
has to a large extent been replaced as a single-injection 
method of treatment by the more efficient lente insulin, 
which contains both relatively fast- and long-acting 
components. P.Z.1. has, however, the convenient 
property, not shared by the lente insulins, that it can 
be administered with soluble insulin. Given together 
in this way, they provide a single-injection method of 
treatment which may prove successful in those cases in 
which lente insulin alone fails to control the blood-sugar 
level between breakfast and lunch. In small doses P.Z.I. 
may also prove useful in prolonging the action of soluble 
insulin. It should, however, be remembered that, when 
P.Z.I. is mixed with soluble insulin in the same syringe 
a certain amount of the latter is converted into P.Z.I. : 
for practical purposes this may be taken as equal to half 
the number of units of P.Z.I. used. 


Globin Insulin 
This insulin may be regarded as having an action 
intermediate in intensity and duration between that of 
soluble and P.Z.I. It resembles in this respect both 
semi-lente and isophane (N.P.H.) insulin, and, as these 
are now in more general use, will not be considered in 
more detail. 


Isophane Insulin (N.P.H.) 

This intermediate preparation contains soluble insulin 
and protamine in proportions which combine so as to 
leave no excess of either in the end-product. In large 
doses of 40 or more units it may act for as long as 
24 hours, but in smaller doses it often fails to control 
the fasting blood-sugar level. It is best given as morning 
and evening injections in those insulin-sensitive cases in 
which the action of soluble insulin is too strong and not 
sufficiently prolonged to prevent relapse before the next 
injection. It can also be given in the same way as 
P.Z.I. to prolong the action of soluble insulin, but, in 
the author’s experience, is more likely to give rise to 
hypoglycaemia six to eight hours after the injection. 


The Lente Insulins (Insulin Zinc Suspensions) 


These consist of semi-lente (I1.Z.S. amorphous), ultra- 
lente (1.Z.S. crystalline), and lente (1.Z.S.). 

Semi-lente insulin closely resembles isophane (N.P.H.) 
in action but differs from it in not being miscible with 
soluble insulin. It can, however, be mixed with ultra- 
lente without any change in the individual actions of 
the two insulins. 

Ultra-lente insulin has a very similar action to that 
of P.Z.1., but again cannot be mixed with soluble insulin. 

Lente insulin is a 3:7 mixture of semi- and ultra-lente 
insulins and is probably the most suitable available 
preparation for treatment with a single morning 
injection. It gives good control in almost all mild 
and most moderately severe cases, the usual range of 
dosage being from 16 to 48 units. In more severe 
diabetics higher dosage is required, and control is apt 
to be more variable and uncertain. It is the author’s 
practice not to exceed a dose of 60 units; if this fails 
to control the diabetes it is usually better to use two 
injections of S.I. or possibly a mixed dose of S.I. and 
P.Z.1. One of the chief disadvantages of lente insulin 


is that it fails to prevent relapse due to infection or 
other causes. 


TREATMENT OF DIABETES MELLITUS 


To-day’s Drugs 


With the help of expert contributors we publish below notes 
on a selection of drugs in current use. 


Hydrenox (Boots). 

NaClex (Glaxo) 

These are preparations of hydroflumethiazide, which is 
another diuretic compound derived from  chlorothiazide 
(“ To-day’s Drugs,” February 28, p. 582). Its structure is 
similar to that of hydrochlorothiazide (“ To-day’s Drugs,” 
May 9, p. 1238), but the chlorine atom is replaced by a 
trifluoromethyl (CF3) radicle. It was developed in 
Copenhagen under the trade-name “ rontyl.”?~* 


cH, 


Hydrochlorothiazide Hydroflumethiazide 


Qualitatively the diuretic effect of hydroflumethiazide is 
similar to, and probably identical with, that of chlorothiazide 
and hydrochlorothiazide. Quantitatively on a weight basis 
it is more potent than chlorothiazide, and equal to or slightly 
less potent than hydrochlorothiazide. 

The indications for treatment with hydroflumethiazide are 
the same as for other diuretics. The dosage range is 50 to 
200 mg. daily. Because of the liability to induce depletion 
of potassium, the drug should be given on alternate days or 
for only three to four days each week, and a potassium 
supplement must be added if treatment is continued for 
more than a few days. 

N.H.S. basic price : 
100 for 24s. 


hydrenox and naclex, tabs. 50 mg., 


REFERENCES 


? Kobinger, W., and Lund, F., Ugeskr. Lag., 1958, 120, 1583. 

2 Hobolth, N., Thomsen, K., Hansen, P. F., Hagensen, N. R., and 
Opresnik, J., ibid., 1958, 120, 1585. 

* Sele, V., ibid., 1958, 120, 1592. 


“So far as the ordinary practitioner is concerned, 
education in preventive medicine and public health is an 
entirely good thing and in any event touches him personally 
at few points and then only lightly at worst. Education in 
disease, however, is a different matter. So far as a number 
of our patients are concerned, we believe we are quite safe 
in asserting that most of what they are told goes in one 
ear and out the other. But there are a minority, and often 
an extremely awkward minority, who are passionately 
interested in their bodies and the diseases they may acquire, 
sometimes so much as to rank as obsessionals or neurotics. 
To them a little knowledge is a most dangerous thing. They 
question the doctor and often argue with him. They waste 
his time and sometimes pester him. Their half-baked 
notions are often ludicrous, and unhappily, though it should 
be one of the first things every doctor learns, no more than 
anybody else has he the capacity to suffer fools gladly. 
Small wonder then that when irritated by one of these 
individuals he damns disease education and all those engaged 
in it heartily and to all eternity. ... What between the ‘hints 
of the Ministry, the stunts of the politicians, the ‘ education’ 
of the television authorities, and the frank intimidation of 
the patent medicine vendors, the modern Englishman will 
soon surpass the popular conception of his American 
equivalent, living from pep-pill in the morning to enable 
him to earn a living, to his tranquillizer at night to soothe 
the nameless terrors that beset him. Such, it seems, 1s 
progress and the good life ! °—From an Editorial, Medical 
Press, May 13, 1959, p. 418. 
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Correspondence 


Because of heavy pressure on our space, correspondents are 
asked to keep their letters short. 


The Tardy Convalescent 


Sir,—I would like to congratulate Dr. George Day 
on his excellent paper (Journal, May 2, p. 1178), and in 
particular I would like to underline his suggestion that 
the hospital follow-up system leaves a great deal to be 
desired. It is often a complete waste of time for the 
patient, who may have to spend a whole day on the 
outing and at the end learns nothing that his general 
practitioner could not have told him at the surgery. A 
girl of 20 had a simple breast lump removed which was 
shown histologically to be innocent. She was told to 
report back each month to the hospital. It was very 
difficult to convince either the patient or her mother 
that the tumour was not a cancerous growth. 

The vast majority of patients from the hospitals 
should be sent back to the care of their general 
practitioners as soon as_ investigations and any 
necessary treatment is complete. The family doctor 
should be told when the patient can return to work. 
The patient should only be seen by the hospital doctors 
again under the following circumstances: (1) If special 
treatment is likely to be necessary, such as physio- 
therapy after a fracture. (2) If the case has been a 
difficult or complicated problem, as in some of the 
modern heart operations. (3) If the specialist wishes to 
see the case from some research aspect. (4) If the 
general practitioner is not satisfied with the patient's 
progress and he needs further advice. 

If the routine follow-up consultations could be 
ruthlessly pruned it would help to reduce the over- 
burdened hospital out-patient sessions.—I am, etc., 


Ibstock, Leics. Cc. A. H. Watts. 


Myocardial Infarction 


Sir,—I disagree most strongly with Dr. M. F. Oliver's 
opinion (Journal, May 2, p. 1176) that “ most patients 
with acute myocardial infarction require admission to 
hospital.” In this area where the population is elderly, 
coronary artery disease is common and myocardial 
infarction frequent, the majority of patients do not show 
the serious complications of severe shock, left 
ventricular failure, and tachycardia which Dr. Oliver 
discusses at length. In the absence of these 
complications treatment at home is very satisfactory and 
has advantages over hospital care. Anticoagulant 
treatment is not generally necessary, but, if it is advised, 
this can be carried out under laboratory control 
satisfactorily. 

I am much against moving patients to hospital when 
they are shocked as a result of myocardial infarction. 
I think that pressor drugs have a very limited value in 
treatment and that they are frequently unsuccessful. 
Intravenous aminophylline and morphine are the drugs 
I use for acute pulmonary oedema, ‘and, as a 
Prophylactic against further attacks, diuretics are on the 
whole superior to digitalis. 

So far as anticoagulant treatment is concerned, I 
agree that “the value of the early administration of 
anticoagulants has now been established,” but only for 
Severe cases. In the main this is a prophylaxis against 
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pulmonary embolism. I do not believe that they exert 
any important influence on the coronary circulation and 
1 am doubtful of their ability to prevent the formation 
of endocardial mural clots. There are, moreover, a 
number of careful reports quoted by Professor John 
McMichael (Journal, April 11, p. 970) which indicate 
little benefit from anticoagulation in the acute stage. 
The value of long-term anticoagulant treatment seems 
promising, but the evidence is not so far altogether 
convincing. If this is established, the practical, 
technical, and financial difficulties involved will be 
considerable, and this has already been stressed in your 
correspondence columns.—I am, etc., 


Worthing Hospital, Sussex. J. F. P. SkRIMSHIRE- 


Voice of Myxoedema 


Sir,—I was interested to read the article by Dr. W. H. 
Lloyd (Journal, May 9, p. 1208) on the “ Value of the 
Voice in Diagnosis of Myxoedema in the Elderly.” 
This condition has been recognized for long by 
laryngologists. My attention was drawn to it, in the 
first place, by the late James Adam, of Hamilton, in 
1922. The patient, an elderly doctor, complained of 
hoarseness. Indirect laryngoscopy showed a red, almost 
cherry-like swelling in the region of each arytenoid. 
There was other evidence of myxoedema present, and 
treatment by thyroid extract was successful. 

I have since then examined the larynx in many 
patients suffering from myxoedema. A high proportion 
of cases showed fullness, in fact myxoedema, of the 
region of the arytenoidal mucosa, and it is the swelling 
in this specific region, I consider, which gives rise to the 
peculiar quality of the voice in myxoedema. A factor 
of “thickness” is imparted to the vocal tone, which 
differentiates it from the hoarseness caused by lesions 
of the vocal cords.—I am, etc., 


Glasgow, W.2. GAVIN YOUNG. 


Sympathectomy for Hypertension 
Sir,—May I take up some of the points raised by Dr. 
I. McD. G. Stewart’s letter in your issue of March 28 
(p. 858), which has only just reached me and which I 
have been unable to discuss with my co-authors 
(Journal, January 17, p. 142)? 


There is always a problem in hypertension regarding the 
lowest level of blood pressure which requires treatment, and 
undoubtedly a few of the milder cases who were treated by 
sympathectomy in 1947 and 1948 would not be offered 
any treatment to-day. However, as was stated in the article, 
80°, had diastolic pressures over 120 mm. Hg and the rest 
were between 110 and 120 mm., average about 115 mm., 
so that, even if Dr, Stewart chooses to regard diastolic 
pressures up to 120 mm. as harmless in women, the range 
over which we might disagree on the need for some form 
of treatment would not be very large. 

Dr. Stewart quotes a brief report (Journal, April 21, 1956, 
p. 915) of the symposium on hypotensive drugs held by 
the Biological Council on April 5 and 6, 1956, as authority 
for the statement that Smirk and McMichael “ have claimed 
a survival rate of over 50% in large groups of malignant 
hypertensives followed for more than five years.” If he 
refers to the full report on this meeting, Hypotensive Drugs,’ 
he will find they did no such thing. 

Smirk said that at the time he was speaking, 320 patients 
in grades 2, 3, and 4 were on treatment and that 80 patients 
had died in the previous six years; apparently from these 
two figures he derived an over-all mortality of 25%. The 
figures given for malignant hypertension, and repeated 
almost exactly in his book,* are that 44 cases were treated 
during the previous six years, 25 being still alive but clearly 
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in many instances observed for comparatively short periods, 
and that three out of only eight cases had survived for five 
to six years. 

Professor McMichael began his series in 1951 and had 
seen 73 cases, of whom 11 died before treatment was started 
and 10 others were too advanced to respond (blood urea 
over 100 mg. per 100 ml.). The estimated 5-year-survival 
rate of the remaining 52 cases with an initial blood urea 
under 60 mg. per 100 ml. was 50%; this was calculated 
from a survivorship table expressing the experience of the 
group to that date, but does not mean every member of the 
group had been followed for five years. In an earlier 
report’ the survival curve of the first 32 cases to the 3-year 
stage was shown, and came down to about 35% at three 
years. Combining these two reports, 20 cases had been 
followed for less than two years, but the early mortality of 
these had been sufficiently low to raise the 5-year 
expectancy of the whole group to 50%. The number 
actually observed for the full five years was probably fairly 
small. 

Most people, I think, now accept that in the best hands 
ganglion-blocking agents are capable of yielding better 
results than sympathectomy, and this is reflected in the 
small number of sympathectomies, less than 10 per 
year, carried out by Mr. H. S. Shucksmith since 1953. 
However, it should also be pointed out that these results 
are not easily obtained, even if “ confidently expected ” 
by Dr. Stewart. Both Smirk and McMichael describe 
elaborate schemes of treatment and careful follow-up 
arrangements, and their results are undoubtedly due to 
meticulous attention to detail. In this respect, the 
comments of Smirk on his grade 3 cases are 
illuminating. For some years rather less detailed 
attention was given to this group than to group 4, and 
he found results were no better than in the malignant 
grade; it was only when group 3 was given equal 
attention that these rather more favourable cases 
experienced a lower mortality rate. Evidently success 
with ganglion-blocking agents is closely related to 
detailed supervision by the physician and complete 
co-operation by the patient. When co-operation is less 
than perfect, when the patient lives too far away from 
detailed supervision, or when side-effects of the drugs 
are prohibitive, sympathectomy offers better prospects 
than imperfect or ineffective medical treatment. Such 
cases occur somewhat more frequently than Dr. 
Stewart’s backward adolescent with malignant 
hypertension.—I am, etc., 


Mayo Clinic, 
Rochester, U.S.A. 


C. P. NEWCOMBE. 
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Anaemia and Polycythaemia in’ Uniovular Twins 


Sir,—The paper by Dr. Margaret M. Kerr (Journal, 
April 4, p. 902) is of great practical importance, and she 
is to be congratulated on publishing it. It is not only of 
importance to paediatricians but should be brought to 
the notice of obstetricians and midwives. 

Six weeks before the publication of her paper | was 
asked to see one of female twins at Highbury Hospital, 
Nottingham, on account of obvious clinical anaemia. 

The mother was Rhesus-positive and this baby (twin 1) 
was pale, haemoglobin 70%; the other baby seen for 
comparison (twin 2) can only be described as “red ”—-the 
haemoglobin was not estimated. No explanation such as 
blood loss could be found to explain the anaemia. The 
anaemia was treated with intramuscular iron. 
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It was only after beginning to read through Dr. Kerr's 
paper that the explanation of a distinct clinical 
diagnostic puzzle became clear. Subsequent retracing 
of the history of the confinement showed that the 
anaemic twin was born in a shocked state and was 
very pale. There was a single large placenta, but 
unfortunately there are no further details. 

Inquiry amongst several experienced midwifery sisters 
has disclosed the fact that they can recall quite a 
number of occasions on which they have observed 
clinical pallor in one twin. I must confess that I have 
up to now not noticed this, and have probably over- 
looked it as of no importance. It would therefore 
appear likely that Dr. Kerr's statement that “The 
syndrome, especially in a mild form, is probably more 
common than is realized . . .” is correct, especially from 
the observations of midwives. 

Dr. Kathleen Laing, paediatric registrar, when the 
matter was being fully discussed, then recalled almost 
certainly another example of the syndrome seen in the 
Paediatric Baby Unit of the City Hospital, Nottingham, 
in October, 1958. 


Mother group O, Rhesus-positive. Severe toxaemia 
hydramnios and accidental haemorrhage. Twin /.—Vertex. 
Birth weight—3 Ib. 5 oz. (1.5 kg.). Cried and then collapsed 
with apnoea for 20 minutes. Cyanosed. Haemoglobin 
18 g./100 ml. Developed a cerebral syndrome and died on 
13th day. Necropsy: intracerebral haemorrhage. Twin 2. 
—Breech. Birth weight 3 Ib. 84 oz. (1.6 kg.). Baby cried 
soon after birth but noticed to be very pale. Haemoglobin 
5.1 g./100 ml. Immediate transfusion of 60 ml. packed 
cells into saphenous vein. Baby survived. 

Perusal of the maternity notes of the mother disclosed 
that the placenta was uniovular and very large and had 
two joined portions, one very congested and small and 
the other large, pale, and oedematous. The description 
of the placenta is similar to Cases 1 and 2 described by 
Dr. Kerr.—I am, etc., 


Nottingham Children’s Hospital, 
Nottingham. 


A. P. M. Pace. 


Hereditary Haemorrhagic Diseases 


Sir,—In his paper on the hereditary haemorrhagic 
diseases (Journal, April 25, p. 1059) Professor Armand 
J. Quick states with reference to Christmas disease 
(haemophilia B)... “The possibility is presented 
that a condition may perhaps occur in which lack of 
activation rather than a true deficiency of Christmas 
factor is the basic defect.” We believe that we have in 
fact found such a case in a lady of 74 who has had a 
long-standing haemorrhagic thrombocythaemia. The 
Christmas defect was picked up by the thromboplastin 
generation test' and confirmed by a failure of mutual 
correction with known Christmas deficient sera. 


The important feature is that the patient’s Al(OH)r 
treated plasma, in the presence of patient’s platelets, normal 
platelets, and phospholipid platelet substitute’ respectively, 
partially corrected her serum defect in the thromboplastin 
generation test, in contradistinction to normal Al(OH) 
treated plasma, suggesting that the presumptive inactive 
Christmas factor is resistant to absorption by inorganic 
gels. 

After treatment with “P, the patient's platelets fell from 
2,000,000 to 260,000 per c.mm. and the Christmas factor 
level rose from 30%, to 137%. These Christmas assays 
were kindly carried out for us by Dr. F. G. Bolton. (The 
lowest limit of normal is 68%.°) At the time of these 
investigations the patient’s one-stage prothrombin time, 
thrombin generation, and prothrombin consumption tests 


May 


were nor 
clot retré 
It 
exist in 
produce 
activates 
The pc 
concent! 
seriously 
been pre 


very mu 
Donalds 
be addet 
barrier | 
nearest 
have to 
whom tl 
to the | 
knowlec 
the end 
the pati 
as to wi 

Recer 
Previou: 
maligna 
afterwa! 
me. TI 
her siste 
loving | 
the las 
Fortuna 
from tk 
utterly | 
right to 


Jersey, 


Sir,— 
for secc 
Drs. M. 
attentio: 
phase 
method. 
the inte 
apnoea. 
on the : 
seconds 

There 
of the r 
short di 
and La 
experier 
time elz 
from th 
dogmat: 
(Journa 
that I vy 
perform 


|_| 
Departt 
Sout! 
Bri 
Biggs, | 
* Bell, W 
| * Bolton, 


May 30, 1959 


_COR RESPONDENCE 


1411 


British 
MEDICAL JOURNAL 


were normal, as were her bleeding time, clotting time, and 
clot retraction. 

It would seem, therefore, that Christmas factor may 
exist in an inactive form and that faulty activation may 
produce an apparent Christmas defect in that only the 
tel portion appears in the serum after clotting. 
The possibility that normal platelets in optimum 
concentrations play a part in this activation must be 
seriously considered. The full details of this case have 
been prepared for publication.—We are, etc., 


W. E. BENNEY. 
Department of Pathology, F. J. W. Lewis. 
Southmead Hospital, 
Bristol. 
REFERENCES 


' Biggs, R., " - Douglas, A. S., J. clin. Path., 1953, 6, 23. 
* Bell, W. N., and Alton, H. G., Nature (Lond.), 1954, 174, 880. 
* Bolton, F. G. ., in press. 


Telling the Cancer Patient 


Sir,—The recent correspondence has interested me 
very much—especiaily the reasons given by Mr. Malcolm 
Donaldson (Journal, May 2, p. 1184). To these could 
be added one which is often overlooked: the intolerable 
barrier that is always raised between the patient and his 
nearest relations and friends during the last days. To 
have to lie to a husband, brother, sister, or friend, in 
whom the patient has the utmost confidence, adds greatly 
to the burden of their grief. It deprives them of the 
knowledge that they have trodden the path together to 
the end and given what help they could. It also deprives 
the patient. I suggest that their opinion should be asked 
as to whether, or not, the patient should be told. 

Recently a friend of mine died of lung cancer. 
Previously she nursed her husband through a fatal 
malignancy. He was never told. She said to me 
afterwards, “I shall never believe a word a doctor tells 
me. They are all liars.” When she sickened I implored 
her sister to urge the doctor to tell her ; she was a truth- 
loving person. When the case was referred to him, in 
the last stages, he was told to tell her nothing 
Fortunately he ignored the advice. He wrote me that, 
from the moment she knew, all was well. She was 
utterly peaceful. Surely the truth-loving patient has the 
right to know.—I am, etc., 


Jersey, Channel Islands. ETHEL M. LUCE CLAUSEN. 


Needle Biopsy of the Liver 


Sir,—I am truly sorry for the printer’s error (minutes 
for seconds) in my article on liver biopsy,' to which 
Drs. M. Hathorn and N. M. Lamont have kindly drawn 
attention (Journal, April 11, p. 973). The intrahepatic 
Phase of liver biopsy, whatever may be the chosen 
method, cannot last minutes but only seconds, because 
the intervention must be performed and completed in 
apnoea. This fact is obvious, and in my former paper 
on the same subject the duration is correctly stated in 
seconds. 

There is no doubt that the Gillman technique is one 
of the most expeditious, but I believe that the markedly 
short duration referred to in the letter of Drs. Hathorn 
and Lamont may be obtained only by exceptionally 
experienced operators and that the mean duration (total 
time elapsed with needle in the liver) should not be far 
from that which I indicated. As for the later rather 
dogmatic intervention of Mr. Reginald S. Murley 
(Journal, April 25, p. 1118), he will allow me to say 
that I wonder whether he has ever seen my technique 
performed on a patient. I would beg him to take 


advantage of such an opportunity, which would help 
him to appreciate the comment of your annotator 
(Journal, February 21, p. 494).—I am, etc., 


University of Perugi Giorcio MENGHINI. 


Italy. 
REFERENCES 
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Sir,—With reference to the letters on this subject by 
Drs. M. Hathorn and N. M. Lamont (Journal, April 11, 
p. 973) and by Mr. R. S. Murley (Journal, April 25, 
p. 1118), one of us (T. St. M. N.) used the Gillman needle 
from January, 1955, to March, 1958, during which time 
163 biopsy specimens were obtained. With the 
introduction of the Menghini needle in 1958 we 
gradually transferred to it’ and soon discontinued using 
the Gillman. We have now done 105 biopsies with the 
Menghini. The two techniques are not dissimilar, and 
in skilled hands the intrahepatic phase of the operation 
with both needles is transitory and equal. We believe 
that the Menghini technique compares favourably with 
other existing methods and can be mastered more readily 
and handled by the occasional user with greater safety. 


—We are, etc., TS N 
. T . NORRIS. 
. St. M 
Whittington Hospita E. MonTUSCHI. 


London, N.19. 
REFERENCE 
. Nome T. =. M., Singh, M. M., and Montuschi, E., Lancet, 
Pancreatitis 


Sir,—Professor Patrick FitzGerald and Professor 
Oliver FitzGerald appear to have misunderstood two 
main points in my paper (Journal, April 11, p. 938), so 
that their letter (Journal, May 2, p. 1188) calls for a 
short reply. All our patients in whom a diagnosis of 
“chronic pancreatitis” was made later proved to have 
carcinoma of the pancreas. Hence my use of inverted 
commas, in order to indicate the inaccuracy of this 
term. Indeed, chronic pancreatitis is a misleading 
description of any pancreatic disease, and there seems 
little reason why we should continue to use this 
confusing name. 

My view that pancreatic obstruction is important in 
the progression of chronic relapsing pancreatitis is made 
clear in my article. However, ductal obstruction is 
only one of a number of factors which interact in the 
causation of this disease. Argument about the basic 
mechanism, although perhaps stimulating, will fail to 
contribute to its understanding until further objective 
studies of pathological material are available. The 
presence of ductal obstruction in relapsing pancreatitis 
can only be determined by pancreatography, and it is 
to be hoped that future investigators will provide this 
evidence.—I am, etc., 


St. Bartholomew's Hospital, 
London, E.C.1. 


MARTIN BIRNSTINGL. 


Post-vagotomy Diarrhoea 

Sir,—I was interested to read the article by Mr. H. 
Burge and Dr. P. A. Clark (Journal, May 2, p. 1142). 
The first surgeon to advocate preservation of the coeliac 
branch of the posterior vagus during vagotomy was, I 
believe, Jackson! of Ann Arbor University, and it was to 
him that I ascribed it when writing about the operation 
in 19507 and 1953.* I have spoken about the effect of 
preserving this branch so often that I thought it had 
become well known. 

On one occasion 12 years ago I opened a young man 
reputed to have a long-standing duodenal ulcer and also 
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known to have severe lifelong constipation. I found 
no ulcer, but I cured his constipation—and incidentally 
his “ulcer” pain—by dividing the coeliac branch of 
his posterior vagus nerve. There were no side-effects, 
and he is still a very grateful patient.—I am, etc., 
London, W.1. H. DAINTREE JOHNSON. 


REFERENCES 
* Jackson, R. G., Univ. Mich. med. Bull., 1947, 13, 31. 
* Johnson, H. D., Techniques in British Surgery, 1950, p. 295. 
Saunders, Philadelphia. 
* ——— The Management of Abdominal Operations, 1953, p. 665. 
Lewis, London. 


Herpes Zoster during Steroid Therapy 


Sir,—Dr. G. E. Breen in his comment (Journal, 
April 18, p. 1039) on our letter (Journal, March 7, p. 648) 
does not appear to have grasped the point of our 
observations, for he discourses on the effects of cortisone 
on microbial activity, and such effects are not in dispute. 

Herpes zoster is an inflammatory and degenerative 
or perhaps even an allergic reaction to the presence of 
the virus, and our report merely recorded the fact that 
in our case such clinical manifestations were neither 
suppressed nor ameliorated during  corticotrophin 
maintenance therapy of a pre-existing mycosis fungoides. 
For my part, I would be extremely reluctant to use such 
steroids in treatment of zoster because of the danger 
of encouraging extension of the infection to the substance 
of the brain or to the white matter of the spinal cord. 

I am, etc., 
Glasgow, W.2. W. A. Dewar. 
Sir,—We were interested in the letter on this subject 

by Drs. J. S. Creighton and W. A. Dewar (Journal, 

March 7, p. 648) and can report a similar case. 

A woman aged 53 years with known ulcerative colitis for 
the past 20 years was readmitted on November 28, 1958, 
with an acute exacerbation, passing up to 16 blood-stained 
mucoid stools daily. Sigmoidoscopy and barium enema were 
confirmatory. Diet, blood transfusion, symptomatic measures, 
and “ salazopyrin ” (salicylazosulphapyridine) failed to effect 
improvement. A two-weeks course of nightly hydrocortisone 
hemisuccinate (100 mg.) enemas followed, terminating on 
January 15 as there was still no significant remission. She 
adamantly refused to consider the possibility of surgery, 
and on January 21 commenced prednisolone, 10 mg. three 
times a day, and corticotrophin gel, 60-100 u. intramuscularly 
weekly. 

On February 6 she developed fever, general malaise, and 
pain in the side followed by a typical zoster eruption around 
the left side of the trunk in the distribution of T. 10 and 11. 
The lesions proceeded to vesiculation within a week, then 
ulceration, but a few scabs, numerous small red scars, and 
troublesome pain (despite codeine and _ pethidine) still 
persisted a month after the onset. There were no predisposing 
factors—e.g., trauma or lesions affecting the posterior roots 

-and neurological examination, blood counts, etc., were 
normal. Her dosage of corticotrophin and prednisolone 
remained unaltered throughout and her colitis eventually 
improved, bowel movements being reduced to 3 to 4 in 
24 hours (without evidence of steroid side-effects). 

It is evident, therefore, that this patient on a relatively 
high dosage of corticotrophin and prednisolone has had 
a fairly severe attack of herpes zoster. It is of particular 
interest that the same woman some 32 years ago, when 
in otherwise good health, had a less severe attack of 
“shingles” in the same region which proceeded to 
vesiculation, ulceration, and scarring within a month. 
Although one attack usually confers permanent 
immunity, second attacks of herpes zoster do occur, and 
it is felt that the duration of symptoms, unilateral 


segmental distribution, and degree of pain strongly 
support the diagnosis of zoster in this case (even though 
both eruptions were in the same area). Incidentally, 
there was no previous history of varicella or herpes 
simplex, but serological tests were consistent with chronic 
herpes simplex infection. This is not a contradictory 
finding, of course, since such antibodies are said to be 
present in 90%, of the population over 15 years.' 

We are indebted to Dr. E. J. Blair for permission to 
report this case and to Dr. F. O. MacCallum, Director, Virus 
Reference Laboratory, Colindale, for examination of the 
serum for virus antibodies. 

G. A. L. BOLT. 
A. G. CHAPPELL. 


—We are, etc., 
Wolverhampton. 
REFERENCE 


' Buddingh, G. J., Schrum, D. I., Lanier, J. C., and Guidry, 
D. J., Pediatrics, 1953, 11, 595. 


Sir,—In view of the interest shown in _ patients 
receiving corticosteroid therapy and suffering from 
herpes zoster (Journal, March 7, p. 648; April 18, 
p. 1039), the following case may be of interest to your 
readers. 

A retired schoolmistress aged 62 has had rheumatoid 
arthritis for many years and for eight years has been bed- 
ridden Hip, knee, and ankle joints are fixed; there is 
minimal movement of spine, shoulder, and upper limb joints, 
Since June, 1958, the patient has had a minimum of 8 mg. 
of “ ledercort” (triamcinolone) daily. On April 11, 1959, 
this patient compiained of severe pain in the right hip and 
the lower part of the spine. On examination there was 
tenderness over the fifth lumbar vertebra, sacro-iliac joint, 
and right hip joint. No other abnormal signs were found. 
On Apri! 19 a typical herpes zoster eruption was seen 
running on the path of the genito-femoral nerve. By 


April 22 the pain and rash had subsided. 
—I am, ete., 
Stoke-on-Trent. 


I. A. Eppet. 


Vulval Varicosities in Pregnancy 


Sir,—Mr. R. Rowden Foote’s letter (Journal, May 2, 
p. 1185) commenting upon our paper on vulval varico- 
sities in pregnancy (Journal, March 28, p. 831) suggests 
that, rather than perform an operation, an induction of 
labour at or about 32 weeks’ gestation might be 
undertaken. Such a suggestion cannot be supported for 
two reasons. Firstly, the increased danger of perinatal 
mortality from prematurity, and, secondly, the difficulty 
at this time of gestation of activating the uterus. Even 
the risk of extreme and crippling discomfort to the 
mother during the last trimester would not justify such 
an interference with the normal span of pregnancy. 

In a few cases which have come under our care, the 
vulval varicosities have been so gross before the 30th 
week of gestation that operation was performed in the 
manner described in our article. The belief expressed 
in the letters of both Mr. Foote and Dr. A. Koby (p. 1185), 
that postnatal surgery in such cases would be easier 
than during pregnancy, is mistaken, since such vulval 
veins in the collapsed state are extremely difficult to 
identify and eradicate. We do, however, agree with 
Dr. Koby that, except in exceptional circumstances, 4 
vulval support is the best practical treatment, and our 
usual practice is to advise the women to wear a fairly 
tight disposable sanitary pad, which has the advantage of 
being hygienic, easily obtained, and cheap.—We are, 
H. Dopp. 

H. PayLING WRIGHT. 


Obstetric Hospital, 
University College Hospital, 
London, W.C.1. 
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Glycyrrhetinic Acid Ointment 


Sir—I have read with interest your annotation 
(Journal, April 4, p. 914) on glycyrrhetinic acid ointment 
and would like the opportunity of expanding on my 
clinical trial' mentioned therein. In my opinion the best 
way of carrying out a blind control trial in dermatology 
is that the drug to be assessed and the control should be 
ysed on the same patient, at the same time, on 
symmetrical lesions on two different parts of the body. 
In this way many extraneous factors such as stress, 
strain, menstrual disturbances, etc., can be equalized. 


My controlled trial of glycyrrhetinic acid ointment against 
ointment base was carried out in such manner; the 
ointments were supplied blind in pairs and were randomized. 
Every precaution was taken to ensure that the method of 
application did not differ. Assessment was both objective 
and subjective, and treatment normally lasted for two weeks. 
Although many patients commenced the trial, there were a 
great number of defaulters, and only 17 patients fulfilled 
the rigid conditions accurately. Statistical analysis of the 
results showed that the trial was highly significant (P<0.001). 

Glycyrrhetinic acid ointment was compared with hydro- 
cortisone ointment in a similar manner in subacute and 
chronic conditions, and there was little to choose between 
them. 

From the foregoing I am sure it is apparent that my trials 
were “carefully controlled experiments, thought out and 
designed beforehand, with a proper system of selection of 
control subjects.” 

I am quite sure that the glycyrrhetinic acid used in my 
controlled trials was active, and this has been confirmed by 
pharmacological experiments on laboratory animals,’ but 
it has also been reported’ * that a “ so-called ” glycyrrhetinic 
acid of a different manufacturer had no anti-inflammatory 
action in pharmacological experiments. Warin and Evans‘ 
admittedly used the same preparation as myself, but I can 
hardly accept a comparison of their trial (6 cases) with my 
trial (254 cases) which was a comprehensive assessment of 
the drug over eighteen months. 


Confirmation of my work has been forthcoming in 
dermatology® in the treatment of psoriasis® and in the 
dental’ and veterinary® fields, when products of the same 
manufacturer were used. In dogs “in controlled trials 
of 164 cases the response to the drug was shown to be 
highly significant,” and in “ dry socket” a dental paste 
was stated to “ produce relief and healing in the most 
obstinate ‘dry socket.’” In conclusion I would like to 
state that I have now used glycyrrhetinic acid ointments 
(under the trade mark “ biosone G.A.”) for over three 
years in many hundreds of patients and have found their 
beneficial results both predictable and consistent.—I am, 
etc., 

Hove, 2. E. CoLin-JONEs. 
REFERENCES 
| Somers, G. F., Med. Press, 1957, 238, 206. 
leer R. ., Somers, G. F., J. Pharm. (Lond.), 1958, 10, 


: » Phillips, A. P., Somers, G. F., Vet. Rec., 1958, 70, 799. 
* Warin, R. P., Evans, C. D., Brit. med. + ' 2, 480. 

* Evans, F. Q., Brit. J. clin. ’Pract., 1958, 12, 269. 

Cohen. E. L., Practitioner, 1958, 181, 
Fry, W. K., and Goldman, V., Brit. dent. J., 1958, 104, 55. 


Tonics 
Sir,—I was both pained and surprised to find that 
Dr. J. C. Houston in his article (Journal, May 9, p. 
1236) classed alcohol as a tonic. I was under the 
impression that every medical student knew either by 
instruction or experience that alcohol was a depressant 
and a depressing drug. Alcohol: Its Action on the 


Human Organism’ states that “the direct effect of 
alcohol upon the nervous system is, in all stages and 
upon all parts of the system, to depress or suspend its 
function.” 

The effects of alcohol follow the law of dissolution, 
depressing the higher centres of control and judgment 
first and allowing the lower centres freer play, hence 
the illusory appearance of stimulation. It may in small 
doses banish the feeling of fatigue, but can do nothing 
towards removing the effects or products of fatigue. In 
fact it hinders and prolongs the effects rather than helps, 
as, being a protoplasmic poison, the body has to burn 
up and get rid of the circulating alcohol before it can 
deal with the products of fatigue. 

A sedative—yes; an anaesthetic—yes, but not a 
tonic—I am, etc., 

London, W.9, R. Cove-SmITH. 
REFERENCE 


' Medical Research Council, Alcohol: Its Action on the Human 
Organism, 1938, 3rd ed. H.M.S.O. 


Food-poisoning and Food Hygiene 

Sir,—I have read with interest the letter by Dr. R. 
Blowers on food-poisoning and food hygiene (Journal, 
May 2, p. 1182). It may not be generally known that 
the Central Council for Health Education has a wide 
range of leaflets on food hygiene, chiefly from the house- 
wife’s point of view, and, in addition, has a number 
of flannelgraphs and film strips on the same subject. To 
give some idea of the extent of the coverage given 
by these leaflets, no fewer than 330,000 have been 
distributed during the past four years—chiefly through 
local authorities —I am, etc., 

A. J. DALZELL-WarbD, 


Medical Director, 


London, W.C.1. 
Central Council for Health Education. 


Chronic Bronchitis 


Sir,—May I refer to your leading article on chronic 
bronchitis (Journal, January 17, p. 157)? Iam an early 
chronic {aged 39), improved since the cessation of 
tobacco, worse periodically (a) in the pollen season, 
(b) after consuming alcohol, and (c) after consuming 
alcohol in the pollen season. I find it surprising that 
you fail to mention allergy or alcohol, and their 
apparently mutually aggravating effect. Probably both 
could be directly implicated in the class V population 
living in areas of heavy air pollution. Whilst simple 
vasodilatation of bronchial mucosa might explain the 
alcohol effect, I have seen generalized aspirin-sensitivity 
rashes after ingestion of whisky by people otherwise 
insensitive to aspirin. Is the term “ brewers’ asthma” 
of Colonial origin ?—I am, etc., 


Palmerston North, 
New Zealand. 


BRIAN BooTu. 


Mysterious Dentine 

Sir,—To the practising dentist not wholly bogged 
down with mechanical procedures in the mouth, the 
symptomatology of tooth pain presents a continued 
fascination (Journal, April 4, p. 913), if only because the 
specific patterns of pain run so true to type that a 
diagnosis can often be made by the patient’s history 
alone. 

Unquestionably the high osmotic pressure of a sugar 
solution plays a large part in the production of pain, 
as, if the sweet solution is viscous in character (the 
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deliquescent remains of a toffee sweet, for example), 
pain is greater than with any sugary solution ingested 
that undergoes rapid dilution. Where pain persists for 
many seconds, minutes, or longer, however, diagnosis is 
easy, as a morbid condition of the pulp—i.e., irritation 
or partial degeneration, invariably associated with 
leakage of a filling or exposure by caries—is always to 
be found. This is but one example of a symptom 
picture, which can range from a single instance of pain 
felt in a particular tooth, when the patient half missed 
his footing on the kerb and came down heavily on his 
heel, to pain felt when travelling in aeroplanes, usually 
at high altitude, or on rapid changes of height. The 
writer can recall many such specific instances, more 
particularly that of a King’s Messenger, whose history 
was that pain was felt in a particular tooth every time 
he crossed the Andes on flights to the farthest corner 
of his routine South American run. The tooth in 
question was unfilled and showed no x-ray changes, 
but removal of the nerve, which was found to be 
degenerated, left him with a comfortable mouth for the 
remainder of his spell of duty over this region. 

Localized pain is thus likely to be almost always 
pulpal in nature and is in no circumstances to be 
confused with the general rather transitory pain your 
contributor describes (Journal, May 9, p. 1245).—I am, 
etc., 


London, S.W.1. RosBerT CUTLER. 


Achalasia of Cardia and Osteoarthropathy 


Sir,—Dr. J. Naish in his letter (Journal, February 7, 
p. 365) has pointed out that a dilated oesophagus with 


secondary inflammation can lead to hypertrophic 
pulmonary osteoarthropathy. That long-standing 
oesophageal stasis can lead to more extensive 


arthropathy is suggested by the following case. 


A 52-year-old man had a partial gastrectomy for duodenal 
ulcer in 1956. The barium meal had also shown an 
enormously dilated oesophagus, though he had never 
complained of dysphagia. Fifteen months before 
admission to this hospital he noticed slight ‘pain and 
swelling in the right wrist, and seven months later stiffness 
and aching in both wrists and fingers. The E.S.R. at this 
time was 3 mm. in one hour, but subsequently rose to 
35 mm. in one hour, when he was treated with salicylates 
and prednisolone with no real benefit. 

On examination there was considerable wasting in the 
limbs and marked stiffness of the wrists, metacarpo- 
phalangeal joints, and interphalangeal joints on both 
sides, with periarticular soft-tissue swelling. There was 
no finger deformity and the appearances were not 
typical of rheumatoid arthritis. Radiographs showed 
periarticular swelling and rarefaction of the bones of the 
metacarpo-phalangeal and interphalangeal joints. The 
chest x-ray was normal, Hb 14.5 g./100 ml., E.S.R. 22 mm. 
in one hour, W.B.C. 8,000 per c.mm., differential count 


normal. Serum proteins, liver function tests, and protein 
electrophoresis were normal. Serum uric acid 4.5 mg./ 
100 ml. W.R. negative. Gonococcal complement-fixation 


negative. L.E. cells not demonstrated. Rose-Waaler test 
negative on two occasions. 

A barium swallow showed gross dilatation of the 
oesophagus with a smooth narrowing at its lower end 
indicating cardiospasm; there was no_ evidence of 
carcinoma. A Ryle’s tube was passed into the stomach and 
Micrococcus tetragenus was cultured from the large 
residue which was withdrawn. Ocsophagoscopy showed 
cardiospasm with considerable superficial oesophagitis. 


Cardiomyotomy was then performed by Mr. G. Flavell. 
After the operation there was definite subjective improve- 
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ment—in a week he was able to make a fist of his hands, 
which he had previously found impossible. He also gained 
in weight. Post-operative x-ray films of his hands suggested 
slightly less periarticular osteoporosis. It will be interesting 
to see if the arthropathy continues to improve. 


I wish to thank Dr. Thomas Hunt for permission to 
report this case. 


—I am, etc., 

Royal Masonic Hospital, DouGLas N. GOLDING, 
London, W.6. 
Unwanted Hypnotics 


Sir,—Can nothing be done to stop the pernicious 
habit, prevalent, I believe, in hospitals and nursing-homes, 
of giving hypnotics to patients whether they want them 
or not? One even hears of people being woken up in 
order to have their dose, than which, to my mind, 
nothing could be more fatuous. Cannot adults be left 
alone with their thoughts instead of being drugged into 
insensibility ? Have doctors in hospitals any idea of 
the cost of these multicoloured capsules and tablets ? 
Are they aware also that some G.P.s with a conscience 
spend much time later on trying to wean people off these 
wretched things ? 

The sight of even one addict in a practice, if it happens 
to be a woman, with her dishevelled appearance, her 
house a “shambles,” and her marriage threatened, is 
enough to make one sick at heart. Has the nation lost 
its stamina ? One has only to watch a play in any 
medium to see a constant procession to the sideboard 
and the gulping of some fluid which seems to be 
necessary before any problemvof the smallest dimensions 
can be discussed for five minutes. One sees miniature 
cocktail bars in council houses, and the sideboards of 
such people last Christmas were loaded with bottles, and 
not all of it ginger beer. Such is one of the results no 
doubt of television in spreading “ high-class ” habits, 
Our forefathers were perhaps “two-bottle ” men because 
Napoleon preyed on their minds: Are we becoming 
“ three-capsule ” men and women for similar reasons ? 
—I am, etc., 


Hove. G. L. Davies. 


Cyril Barnard Memorial Prize 


Str,—As recorded in your obituary columns on March 
14 (p. 726), Cyril C. Barnard, librarian of the 
London School of Hygiene and Tropical Medicine, died 
as the result of a road accident on March 6. On that 
day there ended a lifetime of service to the medical 
profession not only in the fine library that he built up in 
the London School of Hygiene but also in the Royal 
Society of Medicine and Wellcome Historical Medical 
Library. Indirectly, also, many doctors have benefited 
from the Classification for Medical Libraries, by which 
the books in a number of medical libraries are now 
arranged. The Medical Section of the Library 
Association has decided to perpetuate his memory by 
establishing a Cyril Barnard Memorial Prize, and believes 
that members of the medical profession would like to 
show their appreciation of his sterling work by 
contributing to the Memorial Prize Fund. Contributions, 
which should be made payable to the Cyril Barnard 
Memorial Fund, should be sent to Mr. G. J. Hipkins, 
6, Crossways, Sutton, Surrey.—I am, ete., 


G. J. HipKIns, 


fion. Secretary, 
Medical Section of the Library Association. 
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Obituary 


B. R. M. JOHNSON, F.R.C.S., F.F.A. R.C.S. 


The sudden death at the early age of 54 of Mr. Bernard 
Johnson, senior consultant anaesthetist to the Middlesex 
Hospital, and adviser in anaesthesia to the War Office, 
has come as a severe blow to his colleagues and friends. 
He died at his home in Sussex on May 18. 


Bernard Richard Millar Johnson was born on April 25, 
1905, and educated at Brighton College and the Middlesex 
Hospital Medical School, from which he qualified in 1927. 
His first appointment was as house-surgeon to Sir Gordon 
Gordon-Taylor, and later he became casualty surgical 
officer. After a_ period 
abroad he returned to the 
Middlesex as senior resident 
anaesthetist in 1930. His 
aptitude for his chosen 
specialty was quickly 
proved, for by 1933 he had 
been appointed anaesthetist 
to St. Peter’s Hospital and 
to the dental department of 
University College Hospital, 
as well as being assistant 
anaesthetist to the Middle- 
sex Hospital. Promotion to 
the full honorary staff of 
his own hospital followed in 
1936, and, aided by his 
mastery of the then new 
intravenous anaesthetic 
drugs and by his skill in 
endotracheal intubation, he built up an extensive private 
practice among both general and dental surgeons. 

Joining the R.A.M.C. soon after the outbreak of the 
second world war, he served in hospitals in the United 
Kingdom, West Africa, and the Middle East, and became 
adviser in anaesthetics to the Central Mediterranean Force, 
where his organizing ability and practical kindness will be 
remembered with gratitude by many anaesthetists who 
served in that theatre of war. He subsequently served in 
Normandy and Western Europe with the rank of lieutenant- 
colonel, and was mentioned in dispatches. Returning to 
civilian life in 1946, he did not lose his interest in the 
problems of military anaesthesia, as was recognized by his 
appointment as civilian consultant in anaesthesia to the 
War Office in 1952. This, however, was but one of his 
interests, or, more correctly, one facet of his life’s work of 
furthering the advance of his specialty and of improving the 
status of the anaesthetist—an ideal which he fearlessly 
pursued. An early member of the Association of 
Anaesthetists, he served on its council in 1943-4 and again 
in 1946 and 1947, when he became its honorary treasurer, 
which office he held with distinction until 1950. Mean- 
while, recognizing the vital importance of improving the 
academic standing of anaesthesia, Bernard Johnson was one 
of the most active advocates not only of raising the standard 
of the D.A. examination but also of the idea of founding 
the Faculty of Anaesthetists within the College of Surgeons. 
When this plan came to fruition in 1948 he became one of 
the foundation members of its board, and was elected 
vice-dean. 

He was dean of the Faculty of Anaesthetists from 1952 
until 1955, and under his leadership its activities and 
influence continued to grow. He took a prominent part 
in shaping the examination for the Fellowship of the 
Faculty and served on numerous subcommittees, but his 
particular interests lay in education and in the foundation 
of the research department of anaesthesia in the College. 
It was due almost entirely to his efforts that the planning 
and financing of this project was successfully accomplished, 


[Elliott and Fry 


culminating in the endowment of the professorial chair in 
1958. As dean of the Faculty he was a member of the 
council of the Royal College of Surgeons, and in 
recognition of his outstanding services he was elected a 
Fellow of the College in 1956. After relinquishing the office 
of dean, he remained on the board of the Faculty, becoming 
chairman of the research committee in 1956, and he 
continued as an examiner for the Fellowship of the Faculty 
and also became a member of the appeals committee of 
the College of Surgeons in 1958. 

A Fellow of the Royal Society of Medicine since 1930, 
he served on the council of the Anaesthetic Section for 
several years, being secretary in 1949 and president of the 
Section in 1955, 

During these busy post-war years his clinical and 
administrative duties to his own hospital were far from 
neglected. Besides playing a most active part in the 
expanding department, he served as chairman of the medical 
committee in 1955, as well as being on the board of 
governors, the general purposes committee, and numerous 
subcommittees. While in the medical school, where he was 
a recognized teacher and lecturer in anaesthetics in the 
University of London, he was on the school council and 
served as chairman of the academic board. In addition to 
these many activities, he found time to contribute chapters 
to two recent textbooks, and his writings included various 
lectures given abroad and published in the countries where 
they were delivered, An excellent ambassador, he was made 
an honorary Fellow of the Faculty of Anaesthetists of the 
Royal Australasian College of Surgeons and of the 
Association of Greek Surgeons. 

Taking a keen interest in anaesthetic research, he was 
always in the van of progress, and was one of the first 
users of “evipan” and of cyclopropane in this country, 
and more recently of “ fluothane”; he was nevertheless 
predominantly a practical anaesthetist, setting the highest 
standards of safety and clinical care. A stimulating chief— 
he became senior anaesthetist at the Middlesex in 1954—he 
was never too busy to help and encourage his juniors. His 
kindness and hospitality will be remembered not only by 
them but also by the many visitors and postgraduate 
students from overseas who came to him for advice and 
whom he went out of his way to assist. 

Bernard Johnson was a charming and loyal colleague, and 
his sudden death at the height of his career deprives 
anaesthesia of one of its leaders. His wise counsel and his 
willingness to accept responsibility for diverse tasks will be 
sorely missed, especially at the Middlesex Hospital. 

To his many friends, and especially to his widow and 
daughter, we extend our sympathy. 


P. MAYNARD HEATH, M.S., F.R.C.S. 


Mr. P. Maynard Heath, consulting surgeon to the 
Metropolitan Hospital, the Gordon Hospital, and 
the Evelina Hospital for Sick Children, London, and 
the Fleet and District Hospital, Hampshire, died at the 
latter hospital on April 3. He was 82 years of age. 


Philip Maynard Heath was born on June 25, 1876, the 
son of Professor Christopher Heath, emeritus professor of 
clinical surgery and consulting surgeon to University 
College Hospital and a former President of the Royal 
College of Surgeons of England. From St. Paul’s School 
he went on to University College, London, and to University 
College Hospital, graduating M.B. in 1899. Four years 
later he obtained the degree of B.S., with first-class honours. 
After holding house appointments at University College 
Hospital, he was admitted a Fellow of the Royal College of 
Surgeons of England in 1904, and in 1907 he proceeded to 
the M.S., being awarded the gold medal. In 1908 he was 
elected a Fellow of University College, London. 

After a year at the Wolverhampton and Staffordshire 
Hospital, where he was senior house-surgeon, he returned 
to London, and in due course was appointed assistant 
surgeon to the Metropolitan, the Gordon, and the Evelina 
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hospitals. During the first world war he joined the 
R.A.M.C. and became a surgical specialist, with the rank of 
major. He served with the 15th General Hospital in 
Alexandria and Salonika, and was awarded the Greek Order 
of Military Merit. At the end of the war he returned to 
his practice in London, but in 1928, owing to a severe 
breakdown in health, he had to resign his London appoint- 
ments and went to live at Fleet, in Hampshire. 

After a period of convalescence he was well enough to 
be appointed honorary surgeon to the Aldershot and the 
Fleet and District hospitals, which he served faithfully and 
well from 1929 until his retirement in 1946. A member 
of the British Medical Association for 36 years, he was 
chairman of the Aldershot and Basingstoke Division from 
1943 to 1945. When the Association held its Annual 
Meeting at Bradford in 1924 he acted as one of the 
honorary secretaries of the Section of Orthopaedics, and 
from 1938 onwards he acted on several occasions as a 
representative at the Annual Representative Meeting. 


L.W. B.D. writes: Maynard Heath's outstanding 
characteristic as a surgeon was, in my opinion, his profound 
knowledge of anatomy and equally profound knowledge of 
surgical pathology. This knowledge he retained up to the 
time of his death. I particularly remember him for the 
work he did for us during the war, when, over the age of 
60, he turned out frequently at night, battling with the 
black-out, to see our acute abdomens and to tell us if and 
how we had gone wrong. Apart from his surgery, he was 
a great Christian gentleman. For many years he was 
churchwarden in the parish church, and in retirement was 
a member of the choir and a frequent reader of the lessons. 
He also spent many hours “ tending God’s garden,” cutting 
grass, trimming hedges, and keeping the churchyard looking 
really beautiful. Many times have I passed and seen him 
with his shirtsleeves rolled up, working really hard. His 
retirement was an extremely happy one, aided and abetted 
by his wife. who was equally interested in his church 
activities and who did as much inside the church as he did 
outside. He was also extremely interested in the arts and 
music and spent many happy hours listening to music, 
play-reading, and reading his books. Some four years ago 
he had a serious operation from which he made an 
excellent recovery and was able to carry on with his usual 
activities up to within a month of his death. He leaves a 
widow, a daughter, and a son, who is an ophthalmic 
surgeon in Cornwall. To them we extend our very sincere 
sympathy. 


E. C. BELL JONES, M.Ch.Orth., F.R.C.S. 


Mr. E. C. Bell Jones, senior consultant orthopaedic 
surgeon to the East Suffolk and Ipswich group of 
hospitals, died suddenly at his home at Ipswich on 
May 10. He was 58 years of age. 


Edward Charles Bell Jones was born in Australia on 
June 24, 1900, and studied medicine at Melbourne 
University, where he graduated M.B., B.S. in 1923. Then 
followed a period of active surgical work before he came 
to England for further study. After holding the post of 
resident surgical officer at the Prince of Wales’s Hospital, 
Plymouth, he was admitted a Fellow of the Royal College 
of Surgeons of England in 1930. His interest in orthopaedic 
surgery led him inevitably to Liverpool, where in 1934 he 
obtained the degree of M.Ch.Orth. While orthopaedic 
registrar .at the Royal Southern Hospital, Liverpool, he 
came to be greatly influenced by the late Professor T. P. 
McMurray. 

After periods of study in the U.S.A. and on the Continent 
he was appointed to the new post of consultant orthopaedic 
surgeon to the Ipswich hospitals in 1937. There, under his 
robust guidance, there grew up an orthopaedic unit of which 
he had every cause to be proud. His department was 


recognized well beyond the boundaries of Suffolk for the 


high standard of the service which it provided, and he did 
not spare himself in the efforts which he made to ensure 
that this standard was maintained. To those of us whose 
privilege it was to work with him, his knowledge of his 
specialty was encyclopaedic, particularly in the realm of 
paediatric orthopaedics. It was impossible to listen to 
“ B. J.” discussing an orthopaedic problem without learning 
something of value, and his diagnostic ability was a constant 
source of admiration. Although widely read, he never gaye 
up the conservative outlook absorbed during his stay in 
Liverpool, which for him yielded such splendid results, 

He was a born raconteur, and, listening to him, one 
quickly discovered that in his reading he had not neglected 
the humanities. His untimely death, hastened by his 
passionate devotion to his work, has robbed us of a 
trenchant personality. He will be greatly missed, especially 
by those of us who have been able to share the fruits of his 
rich experience and the hospitality of his home. 

He leaves a widow, to whom our sincere sympathy jis 
extended.—T. D. 


A. R. H. writes: From the time Mr. E. C. Bell Jones was 
appointed to the Ipswich and East Suffolk Hospital in 1937 
as orthopaedic surgeon, he began to build up a department 
which has continued with increasing momentum to serve the 
needs of a large urban and widespread rural community, 
Seon after his arrival he was offered a surgical appointment 
at Liverpool, but he had given his word to stay at Ipswich, 
and with characteristic vigour he supervised the planning 
and building of the new department. It was not long before 
his work attracted orthopaedic surgeons from this country 
and overseas who came to see him operate and conduct his 
clinics, for he was recognized as an expert. His was a 
robust personality and he never spared himself in the service 
of his patients, and this devotion to duty contributed in no 
small measure to his sudden end. 

During the second world war he was always fully 
occupied with routine fracture and orthopaedic clinics and 
with the treatment and supervision of Service and civilian 
casualties. He was meticulous in technique and demanded 
nothing less from those with whom he worked. In 1948 
the East Anglian Orthopaedic Club, of which he was 
founder member, was formed, and he had taken an active 
and leading part in its activities ever since. Only two 
months ago the club met in Ipswich and he read papers 
and discussed subjects in his usual forthright and unhesitant 
manner, so typical of a man of experience and action. He 
read widely,.and he was also a good and keen fisherman. 
When he sought relaxation it was by quiet streams or lochs 
in Scotland or Ireland or in Devonshire, where he fished for 
sea trout or salmon. “ B. J.,” as he was affectionately called 
by his friends, was an enthusiastic gardener and often wore 
a bloom in his buttonhole. There are many in East Anglia 
who will remember him with respect and gratitude. His 
colleagues and the hospital staff will greatly miss his clear 
judgment and sound common sense, but he has built a 
memorial in the hearts and minds of his patients and friends. 


ERICH HOFFMANN, M.D. 


Professor Erich Hoffmann, who was associated with 
F. R. Schaudinn in the discovery of Treponema 
pallidum, died in Bonn on May 13, soon after 
celebrating his 91st birthday. 


Erich Hoffmann was born on April 25, 1868, at Witzmitz, 
Easterri Pomerania. He was educated at the Joachimsthal 
Gymnasium and the Kaiser Wilhelm Akademie, Berlin. He 
graduated in medicine in 1892, and after a house appoint: 
ment at the Charité entered the army medical service in 
1893. Five years later he became a staff officer at the 
Military Medical Academy in Berlin. In 1900 he obtained 
an appointment under Edmund Lesser in Berlin and began 
to specialize in dermatology and syphilology. During this 
period he was a colleague of the protozoologist Fritz 
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Schaudinn at the State Public Health Bureau, and on March 
3, 1905, in the course of their studies on syphilis, Schaudinn 
demonstrated Spirochaeta pallida in material obtained from 
primary chancres by Hoffmann. Later the same year these 
two workers published an account of their work, which 
ranked in importance with the discoveries made by Koch, 
Léffier, von Behring, and others in the same laboratories. 
The organism was later renamed Treponema pallidum. 

In 1908 Hoffmann was appointed to a teaching post at the 
university clinic for skin diseases in Halle, becoming its 
director a year later. In 1910 he was appointed director of 
the university skin clinic at Bonn and was promoted to the 
chair in 1918. Although he retired in 1934 and became 
professor emeritus, he continued his researches for some 
years afterwards. 
* Hoffmann was a much-travelled man. His attendance at 
the meetings of the International Dermatological Congress 
and of other dermatological organizations took him to many 
parts of the world and gained him a host of friends. A 
full account of his life and work is given in his auto- 
biography, Lebenserinnerungen, published in two volumes 
in 1948-9. Besides a number of papers, he wrote several 
important textbooks, including Die Atiologie der Syphilis 
(1906): Atlas der dtiologisch-experimentellen  Syphilis- 
forschung (1908); and Die Behandlung der Haut- und 
Geschlechtskrankheiten (1917). From 1908 to 1938 he was 
editor of the Dermatologische Zeitschrift (which published 
a Festschrift in honour of his 60th birthday in 1928), and 
during the years since the second world war he was on the 
editorial board of the Archiy fiir Dermatologie und Syphilis 
and the Arztliche Wochenschrift. 


Medical Notes in Parliament 


RESEARCH INTO MULTIPLE SCLEROSIS 


One of the several topics chosen for discussion on May 
15, when the Commons rose for Whitsuntide, was multiple 
sclerosis. It was introduced by Mr. D. M. KEEGAN 
(Nottingham, South, Con.), who performed the same service 
in June, 1957. He urged that a great deal more money 
should be provided for research, making the point that over 
the past three years the sum had remained at £5,000. The 
Multiple Sclerosis Society was prepared to spend £35,000 
on any likely avenue of research, and it was not asking too 
much that the Government should at least come in on a 
partnership basis and contribute something like the same 
amount. 


Government Answer 


Mr. RICHARD ‘THOMPSON, Parliamentary Secretary, 
Ministry of Health, told him that the Minister had asked 
regional hospital boards to find out how many younger 
chronic sick patients there were in their areas and to consider 
whether they could be grouped together in one or more 
hospitals, so that they might be nursed together in 
congenial company, instead of being among elderly or 
senile patients. 

A good deal of work was in progress, he continued, both 
under the Medical Research Council and otherwise. Many 
studies had been directed towards identification of a causal 
factor, such as a virus infection or nutritional deficiency, 
but conclusive results had not been obtained. He mentioned 
the work of Russian scientists, and the letter sent to the 
British Medical Journal jointly by Professor Dick, of 
Belfast, and Professor Shubladze, one of the originators of 
the vaccine isolated in Russia, which expressed some doubts 
about its efficacy.* To date, no treatment had been found 
which had any fundamental effect on the progress of the 
disease. 


*British Medical Journal, 1958, 2, 245. 


Work supported by the Medical Research Council at 
Guy’s Hospital Medical School on the structure and 
biochemistry of the myelin sheath had revealed a promising 
line of possible research into the fundamental pathology 
of the demyelinating diseases. Other approaches included 
the investigation of the biochemical and _ pathological 
changes in the cerebrospinal fluid ; the experimental growth 
of isolated nerve cells in tissue culture ; and a study of the 
factors affecting myelination in the central nervous system 
of the developing chick embryo. Experimental work was 
also being undertaken on the production in animals of 
demyelinization by means of organic compounds found in 
certain bacilli. It was estimated that about £8,000 would 
be spent in this financial year by the M.R.C. in supporting 
work of this kind. Another aspect of the problem that 
might in future be reinvestigated with advantage with. the 
new techniques available was the theory of virus causation. 
He listed a number of centres where research was in 
progress, and mentioned the substantial grants made by 
the Nuffield Foundation to the Departments of Neurology 
and Neuropathology of the United Oxford Hospitals for the 
investigation of immunological reactions of the central 
nervous system. 


No Suitable Application Refused 


It remained true that it was the intractable nature of the 
problem that hampered progress. Promising lines of research 
could be assured of adequate support. No suitable 
application for a research grant had been rejected by the 
M.R.C. in recent years. It would be the greatest mistake 
to suppose that the total effort was to be measured by the 
£8,000 allocated in the M.R.C. budget to research projects 
specifically related to this disease. In the Health Service 
there were many specialists, among them about 70 
consultant neurologists, who every day were at grips with 
this problem. At any time one of them might by chance 
or design elucidate a promising line of approach that might 
provide a vital clue to the cause of the disease. Should 
such a clue be found there was no doubt that appropriate 
financial support would be forthcoming from _ official 
sources to enable it to be effectively followed up. 


MENTAL HEALTH BILL 


The Mental Health Bill is through the Commons and 
is due to begin its passage through the Lords on June 4. 
The two announcements that the Minister of Health made 
on the third reading have already been recorded (Journal, 
May 16, p. 1307). Some amendments of substance were 
also included during the preceding report stage on May 5. 


Compulsory Admission 


Thus on Clause 55, which enables the Minister to make 
regulations relating to compulsory admission to hospital 
and guardianship, a new subsection was added to include 
regulations for the constitution of committees to advise 
local health authorities on the approval of medical 
practitioners for the purposes of Clause 28. That clause 
requires that one of the medical recommendations necessary 
for compulsory admission must be given by a practitioner 
approved by the local authority having special experience 
in the diagnosis’and treatment of mental disorder. Mr. D. 
WALKER-SMITH recalled that in the committee discussion 
he had resisted the suggestion that approval should be taken 
out of the hands of the local authority, but had looked 
favourably on the suggestion of the Royal Medico- 
Psychological Association that the authority should act on 
the advice of a joint committee of medical representatives 
of local authorities and hospital staffs. This amendment 
gave effect to his undertaking that the constitution of such 
committees should be prescribed by regulation. 

Clause 17 (Inspection of Mental Nursing Homes and 
Visiting of Patients) was altered to meet the suggestion 
that the four registered hospitals—The Retreat at York, 
Cheadle Royal, near Manchester, Barnwood House at 
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Gloucester, and St. Andrew's at Northampton—should be 
exempt from local authority inspection and should be 
inspected from the centre, as they were now by the Board of 
Control. 

Clause 29 (Application for Admission in Case of 
Emergency) was substantially redrafted so as to confine 
the emergency procedure to an application for admission 
for observation. This was allied with changes in Clause 
25 (Admission for Observation) intended to make it clear 
that, while observation was still an essential object of 
admission, the patient who clearly needed at least a short 
period of treatment could be admitted. 

All these were Government amendments. On Clause 41 
(Regulations as to Transfer of Patients), Mr. K. ROBINSON 
(St. Pancras, North, Lab.) found the Minister ready to 
accept a compromise on the frequency of access to mental 
health review tribunals, and amendments were agreed to 
which, after the initial year, ensured that no compulsory 
patient would have access to a tribunal less frequently than 
once in two years. The Minister himself completed the 
picture by removing the 28-day limitation on applications 
by patients. A new definition of “nearest relative” was 
also embodied in a series of amendments to Clauses 49, 
53, and 55. 


Patients Subject to Restriction Orders 


Coming to Part V, and the provision for patients 
concerned in criminal proceedings, Mr. D. RENTON, Under 
Secretary, Home Office, moved the addition of new sub- 
sections to Clause 65 (Powers of the Secretary of State in 
Respect of Patients Subject to Restriction Orders), giving 
effect to a promise made in committee that such patients 
might have the right to initiate consideration of their cases 
by the mental health review tribunal. The procedure 
proposed, he explained, was that the patient would apply 
to the Home Secretary to have his case referred to the 
tribunal for its advice, and if the patient was then entitled 
to have his case so referred, the Home Secretary would be 
obliged to refer it to the tribunal within two months, 
unless the patient was meanwhile discharged. The 
amendment gave the patient the right to _ initiate 
consideration of his case 12 months after an order or 
direction restricting his discharge and thereafter once in 
each of the three following years, and after that once in 
every two years. This, too, was accepted as a considerable 
concession, and possibly the greatest change in the Bill. 

Dr. EptrH SUMMERSKILL was less fortunate with her 
proposal that there should be an annual review of each case 
and a report to the Home Secretary whether or not the 
responsible medical officer and the managers considered 
compulsory detention of the patient still necessary. This 
proposal was rejected by 174 votes to 162. She also took 
to the only other division an amendment to delete Clause 
132 (Correspondence of Patients Not Subject to Detention). 
She wanted these patients to have complete freedom to 
correspond, but this amendment was also rejected. By 
contrast, in Clause 36, within the compulsory section of 
the Bill, an additional embargo was inserted by agreement 
on outgoing letters defamatory to other people or likely 
to prejudice the patient’s own interests. 


Mental Health Officers 


Another attempt was made to include in Clause 6 
(Functions of Local Health Authorities) that mental welfare 
Officers in future should be “duly qualified.” The 
Parliamentary Secretary brought into the picture this time 
the report of the Younghusband Committee, and suggested 
that a decision should be deferred until the consultations 
about its recommendations had been completed. The 
Minister held out the further possibility that when the Bill 
was in the House of Lords it might be known whether it 
would be more appropriate to proceed by regulation or 
some additional provision in the Bill, and this view was 
reluctantly accepted. 
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INFECTIOUS DISEASES AND VITAL STATISTICS 


Summary for British Isles for week ending May 9 (No. 18) 
and corresponding week 1958. 


Figures of cases are for the countries shown and London administrative 
county. Figures of deaths and births are tor the whole of England and 
Wales (London included), London administrative county, the 17 principa! 
towns in Scotland, the 10 principal towns in Northern Ireland, and the 14 
principal towns in Eire 

A blank space denotes disease not notifiable or no return available. 

The table is based on information supplied by the Registrars-General of 
England and Wales, Scotland, N. Ireland, and Eire, the Ministry of Health 
and Local Government of N. Ireland, and the Department of Health of Eire 


1959 1958 
CASES “sisi./s 
Diphtheria +“ 3 0 2 0 2 3 0 0 0 2 
Dysentery 1,035 106234 16 4] 816! 100 252. 4 7 
Encephalitis, acute 0 0 2 | 
Enteric fever: 
Typhoid os 7 0 1 0 5 0 1 0 1 
Paratyphoid .. 10 1 1(B) 0 2 1 2(B) 0 
Food-poisoning .. | 285) 72 8 176 28 27 2 
diarrhoea under 
2 years 5 13 9 15 


15,726| 638 491 455 264] 3,699 283 160 63 8 


Measles* 


Meningococcal in- 


fection 19 0 6 1 2 24 0 6 0 1 
Ophthalmia neona- 
torum 32 1 4 0 23 3 3 0 
Pneumoniat 303 13 159 10 3] 425 28 238 6 2 
Poliomyelitis, acute: =, 
Paralytic s| 1 1! 3 
Non-paralyiic .. 8 1 9 | 
Puerperal fever} .. 197, 32,- 15 0 200 24 #19 0 
Scarlet fever 1,016 61; 72; 33, 20 756 60 67 22 6 


Tuberculosis : | 
Respira‘ory ‘ 539, 63) 84! 16 646 95!) 123) 16 
Non-respiratory 77 7| 16) 0 89 3. 15 7 

678, 27; 50 14 15 


Whooping-cough 647 31 93| 44 101 


1959 1958 
|“¢i sai. “sigi-/s 
Diphtheria o of Oo | o 0 0 0 
Dysentery 4 0 | 0 
Encephalitis, acute | 1| | 0 1 0 
Enteric fever ‘ | 1 0 0 | 0 0| 0 60 
Infective enteritis or | 
diarrhoea under | 
2 years 0} 3 oO 0 0 
Measles 0! | 0, 0 0 0 
Meningococcal in- | | | | | 
fection .. Oo ; OF 90 
Pneumonia 450/32! 20, 527; 4s 29 4) 
Poliomyelitis, acute, 0| 0 
Scarlet fever... | o | o 0 
Tuberculosis : | il 
Respiratory 7 f9 3 0 f 8 
Non-respiratory } 2} 0 0 } 2 
Whooping-coug 1 0 0| 1 Of 
Deaths 0-1 year .. | 300 34) 29| 30] 341) 24 31 4) IS 
Deaths (excluding | | | | 
stillbirths) .. | 9,454, 756| 569, 174] 9,920) 724) 587 103 180 


LIVE BIRTHS .. 14,967 1253/1059) 


445 | 14,724|1241|1091 387 
STILLBIRTHS.. 324, 30 


326, 23) 


* Measles not notifiable in Scotland, whence returns are approximate. 
+ Includes primary and influenza! pneumonia. 
§ Includes puerperal pyrexia. 
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Graphs of Infectious Diseases 


The graphs below show the uncorrected numbers of cases 
of certain diseases notified weekly in England and Wales. 
Highest and lowest figures reported in each week during 
the years 1950-8 are shown thus ------ , the figures for 
1959 thus — Except for the curves showing notifica- 
tions in 1959, the graphs were prepared at the Department 
of Medical Statistics and Epidemiology, London School of 
Hygiene and Tropical Medicine. 
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Week Ending May 9 
Infectious Diseases 


Areas where numbers of notifications were high in the latest 
two weeks for which figures are available : 


Week Ending 
Measles May 2 May 9 
Durham wi 1,168 1,323 
South Shields C.B. Sic ost 233 282 
Sunderland C.B. — ce 320 340 
Stockton-on-Tees M.B. Se 65 110 
Gloucestershire... ons ae 422 452 
Bristol C.B. 287 344 
Lancashire ... 1,437 1,755 
Bolton C.B. 72 115 
Manchester C.B. 234 266 
Northumberland ... 687 1,021 
Newcastle upon Tyne C.B. _... 208 244 
Tynemouth C.B. 86 188 
Longbenton U.D. 43 119 
Staffordshire 582 684 
Leek U.D. 59 122 
Yorkshire West Riding ... eh 1,541 1,627 
Bradford C.B. ... 90 136 
Thorne R.D. _... 136 157 
Dysentery 
Barking M.B. ... 1 16 
Lancashire ... 128 182 
Blackburn C.B. ... ee aia 32 53 
Crosby M.B._... 3 13 
Lincolnshire 26 33 
Grimsby ... 15 26 
Northumberland ... 34 27 
Newcastle upon Tyne C.B.... 9 14 
Surrey sie 40 53 
Reigate M.B._.... 0 19 
Surbiton M.B. ... 5 10 
Warwickshire 63 79 
Coventry C.B. ... 37 45 
Yorkshire East Riding ... ia 37 46 
Kingston upon Hull C.B. ome 26 38 
Yorkshire West Riding ... He 110 94 
Leeds C.B. 37 51 
Monmouthshire _... iss 8 35 
Newport C.B._... 4 11 
Ebbw Vale U.D. tine cab 3 14 
Edinburgh ... 28 29 
Glasgow... 87 112 
Typhoid Fever 
Gloucestershire, Gloucester R.D. 0 4 
Paratyphoid Fever 
Glamorganshire, Barry M.B. ... 0 5 
Acute Poliomyelitis 
Warwickshire, Birmingham C.B. 0 4 


Health of Eire 


The report of the Department of Health for Eire for 
1956 shows that the birth rate was 21.0 per 1,000 population, 
being 0.1 below the rate for 1955. The infant mortality rate 
was 36 per 1,000 live births, and was the lowest rate ever 
recorded in Eire. The most important causes of infant 
deaths were whooping-cough, influenza, pneumonia, 
bronchitis, and other respiratory diseases, which accounted 
for 19.5%. 

The general death rate was 11.7 per 1,000 population and 
was 0.9 below the rate for 1955. The main causes of death 
were heart diseases, which caused 30% of all deaths, 
malignant neoplasms 13.4%, and vascular lesions of the 
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central nervous system 10.7%. Slightly over one-fifth of all 
deaths between the ages of 5 and 34 were due to violence. 
The death rate from tuberculosis was 24 per 100,000 
population, the lowest ever recorded in the country; as 
recently as 1950 the death rate was 80. The number of new 
cases coming to the notice of the health authorities has 
steadily declined, and in 1956 the number was 4,896, 
compared with 7,552 in 1949. The death rate from cancer 
has risen slightly in recent years, though the rate of 158 in 
1956 was 3 below the rate of 1955. 

Diphtheria showed a disturbing trend. The notifications 
for the three years 1954-6 were 34, 77, and 229, respectively, 
with 5, 14, and 15 deaths. 211 of the cases and 12 of the 
deaths were in the city of Dublin. None of the children 
who died was fully immunized. The incidence of acute 
poliomyelitis was high, with 499 cases and 20 deaths. In 
1955 there were 119 cases with 3 deaths. The largest 
recorded outbreak of acute poliomyelitis was in 1942, with 
361 cases and 75 deaths. 

The cost of the Health Service was almost £16m. and was 
£1}m. more than in 1955. The three sweepstakes benefited 
the Hospitals Trust Board to the extent of nearly £2m. 


Medical News 


College of General Practitioners.—The College of General 
Practitioners will not now build its new headquarters beside 
the Royal College of Surgeons in Lincoln’s Inn Fields. 
The representative of the College of General Practitioners 
told a meeting of the Royal College’s Council on May 14 
that it had been prevented from doing so by a series of 
setbacks, the most significant of which were the town- 
planning conditions and difficulties over security of tenure. 


Research in the Caribbean.—The fourth annual scientific 
meeting organized by the Standing Advisory Committee for 
Medical Research in the British Caribbean, was held in 
Georgetown, British Guiana, on April 5 and 6. 
Representatives from nine West Indian islands or territories 
attended. “ Problems in clinical medicine and surgery ” was 
the topic chosen for the meeting. The chair was taken in 
succession by Sir GEORGE PICKERING (Oxford University), 
Professor J. GiLMour (University College of the West Indies, 
Jamaica), Dr. R. Lewruwarre (Colonial Office), and 
Professor A. C. Frazer (University of Birmingham). Forty 
papers were presented and discussed. 


Dental Centenary.—On December 1, 1858, the Royal 
Dental Hospital of London was opened (as the Dental 
Hospital in Soho Square). Ten months later, on October 
1, 1859, the London School of Dental Surgery came into 
being, and in 1911 the School was admitted as a school 
of London University. The hospital and school celebrated 
their joint centenary with a Centenary Dinner on May 8 
graced by the presence of QUEEN ELIZABETH THE QUEEN 
Moruer, Chancellor of London University. The chairman 
of the dinner was Mr. C. BowDLER HENRY, chairman of th: 
School's governing body. The president of the General 
Dental Council, Sir WitFrep FisH, proposed “The Royal 
Dental Hospital and School,” and the dean, Professor R. B. 
Lucas, replied. Mr. W. R. TATTERSALL, president of the 
B.D.A., replied to Lady MONCKTON’S toast to “ The Guests.” 


Royal College of Surgeons of Edinburgh.— At a meeting of 
the College on May 8 the following were admitted fellows: 

A. K. Ahluwalia, S. Alexander, D. M. Amonkar, J. Anderson, 
A. F. Atawneh, M. T. Ayoub, C. E. Barth, J. N. Bear, B. Bhan, 
Cc. G. Bremner, S. C. Chatterji, R. R. Cooke, E. P. Davison, 
F. Ehrlich, B. W. Fox, K. K. S. Goleria, J. A. Gordon, A. N. 
Gorshenin, R. H. K. Gruneberg, A. H. Hackett, L. Human, 
W. V. James, M. G. Jones, K. V. Kasbekar, A. Kazim, T. 
Keldoulis, S. P. Kumar, S. J. Kumbhani, J. G. Leitch, E. M. 
Little, D. M. McNab, M. R. Madigan, R. G. Mahaffy, W. G. C. 
Maling, C. Malkin, H. R. Manchanda, I. A. Mansoor, M. H. 
Mehta, V. A. Ngu, M. S. El Din Omar, D. C. Paterson, J. K. P. 
Perera, K. P. Robinson, D. C. Sachdeva, J. S. Scott, D. G. 
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Seaton, R. S. P. Sheedy, J. J. Shepherd, R. Shields, B. P. Singh, 
B. Singh, D. Sohan-Lai, L. Solomon, C. Sorbie, D. W. Stuart, 
C. R. Subramaniam, M. Sutton, T. K. F. Taylor, A. M. Thakkar, 
M. Wald, S. W. Willox, J. S. P. Wilson, K. S. Yeoh. 


Royal College of Physicians of Edinburgh.—At a quarterly 
meeting of the Royal College of Physicians of Edinburgh on 
May 5, the following were elected members : 

R. Cruickshank, G. R. Hargreaves, J. H. Walters, A. J. §, 
McFadzean, K. W. Donald, M. A. Stewart, A. W. Woodruff, 
N. Sitaraman, B. Prasad, A. Daniel, B. C. Chattopadhaya, M. T. 
El-Ghoneimy, M. Ramu, N. K. Menon, J. D. G. Hobday, J. 
Nayar, C. B. S. Schofield. E. L. Brown, V. Rajapillai, R. A. 
Miller, F. W. Wigzell, A. K. Khan, C. C. Balasubramaniam, 
M. H. M. Hamza, G. A. LI.-G. Glazebrook, G. J. Green, K. P. 
Dikshit, S. Nariman, J. Yin Chi Pan, M. Deshpande, A. Davis, 
C. M. Shugg, S. Chinnapullay, K. M. Ahmad, N. C. Allan, 
M. P. Gollerkeri, R. J. Barnes, S. Devi, D. Pittaway, P. S. Grero, 
J. D. Reid, I. C. Dunlop, G. M. Lewis, M. R. Pandey, R. H. 
Chhabra, D. Gooptu, S. K. Sen, C. R. Rao, M. T. Sushila, G. 
Preswick, B. K. Gupta, D. H. Friedlander, F. M. Elderkin, and 
D. Leak. 


Royal Faculty of Physicians and Surgeons, Glasgow.— 
At a meeting of the Faculty on May 4 the following were 
admitted Fellows of Faculty, qua physician: R. Hume and 
M. N. Sidiki. 


Scottish Hospital Endowments Research Trust.—The Trust 
has allotted research grants amounting to over £94,000 in the 
year ended July 31, 1957. It has also agreed to provide 
£225,000 over a period of years as a contribution towards 
the establishment in Glasgow of a Centre of Virology 
Research, a project sponsored by the University of Glasgow 
and supported by the Medical Research Council. (Third 
Report: Scottish Hospital Endowments Research Trust, 
H.M.S.O., price Is. 3d.) 


Benger Prizes for Family Doctors——The 1958 Benger 
Prizes for “ Original Observations in General Practice” 
were presented in Manchester on April 30 at a ceremony 
attended by Mr. KENNETH WALKER and Professor 
D. A. K. Btack, professor of medicine at Manchester 
University. Professor Black presented cheques to, first 
(£250), Dr. M. H. S. Bounp, of Guernsey, for his paper on 
“ The Diagnostic and Therapeutic Value of the Relationship 
Between Patient aad Family Doctor”; second (£150), Dr. 
Ropert SmitH, of Stanwell, Middlesex, for his paper on 
“Pressure Algometry in General Practice”; and third 
(£100), Dr. HERBERT NELSON, of Fivemiletown, Northern 
Ireland, for his paper on “Treatment of Gastric and 
Duodenal Ulcers with Ferrivenin.” Entries for this year’s 
competition must be in the hands of the Chairman of the 
Awards Committee, College of General Practitioners, 41, 
Cadogan Gardens, London, S.W.3, by July 31. 


Royal Society of Medicine-—The Council of the Society 
has recently made the following awards: the W. J. 
Harrison Prize in otology to Mr. I. B. THORBURN ; the W. J. 
Harrison Prize in laryngology to Sir Victor Necus; the 
Norman Gamble Research Prize to Dr. J. D. Hoop; and a 
Norman Gamble Research Grant to Mr. J. D. Gray. 


Faculty of Ophthalmologists—At the council meeting 
on May 8 the following were elected officers for 1959-60: 
president, Mr. E. G. Mackie; vice-presidents, Mr. 
J. E. M. Ayous, Mr. Georce W. Brack; honorary 
treasurer, Mr. G. T. W. Casnett; and_ honorary 
secretary, Mr. E. F. Kina. 


“The Child in the Tropics.”—-A special refresher course 
in paediatrics for medical officers working in tropical 
countries will be held in London next spring. The course 
is planned for March 28 to April 8, 1960, and will consist 
of lectures, clinical instruction, seminars, and demonstrations. 
Reservations should be made by January 31, 1960, and 
details may be obtained from the Dean, Institute of Child 
Health, The Hospital for Sick Children, Great Ormond 
Street, London, W.C.1. 


R.C.S. Appeal.—The Royal College of Surgeons’ recent 
appeal for £3m. to extend its research and teaching facilities, 
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and complete its building programme, has already reached 
the half-way mark, according to The Times. On May 19 
the College announced a gift of £100,000 from Mr. HAROLD 
SAMUEL, the property owuer. 


Doctors’ Widows and Orphans.—The annual meeting of 
the Society for Relief of Widows and Orphans of Medical 
Men was held on May 13 in London under Sir ROBERT 
YounG’s chairmanship. At the end of 1958 the Society was 
assisting 23 doctors’ widows whose annual income was 
under £200. During the year £4,054 was distributed in grants 
and gifts to them. The treasurer, Sir ERNEST ROCK 
CARLING, reported that the Society’s funds had appreciated 
to £121,808. Inquiries about membership should be 
addressed to the Secretary of the Society, at 11, Chandos 
Street, Cavendish Square, London, W.1. 


A.M.A. Journals.—To-day's Health, the popular health 
magazine published by the American Medical Association, 
has a new editor, Mr. KENNETH N. ANDERSON, formerly on 
the staff of Popular Mechanics and of Better Homes and 
Gardens, according to a statement issued by the A.M.A. 

The A.M.A. Archives of Neurology and Psychiatry is being 
split into two journals, the chief editor of the neurological 
journal being Dr. HAROLD G. Wo LFF and of the other Dr. 
Roy F. GRINKER. 


COMING EVENTS 


International Fertility Association—Third World Congress 
on Fertility and Sterility will be held in Amsterdam from 
June 7 to 13. Details from Dr. L. L Swaas, 4, Sint 
Agnietenstraat, Amsterdam, Netherlands. 


Second International Conference on Medical Electronics. 
—To be held from June 24 to 27 at the Unesco Building, 
123, Avenue de Suffren, Paris, 7. Further details from 
die N. SmytH, University College Hospital, London, 


Faculty of Medicine, University of Paris.—The Faculty 
has organized a refresher course in internal medicine from 
July 6 to 18 for foreign doctors and students in their final 
year. Those interested should apply to the Secrétariat de la 
Faculté de Médecine, rue de Il’Ecole de Médecine, Paris, 6. 


NEW ISSUES 


Journal of Clinical Pathology.—Issued six times a year (£4 4s. 
annually). The new issue (Vol. 12, No. 2) includes: 


A Critical Review OF HUMAN HAEMOGLOBIN VARIANTS: Part Il. G. H. 
Beaven and W. B. Gratzer. 

THE ae OF SWEATING ON THE PROTHROMBIN TIMES OF BLOOD. E. F. St. J. 
yburn. 

AN ASSAY FOR THE ANTITHROMBOTIC ACTIVITY OF ANTICOAGULANTS. O. R. 
Blake, J. G. Ashwin, and L. B. Jaques. 

THe Extraction OF EvaNsS BLUE (T1824) FROM PLASMA AND THE 
MEASUREMENT OF PLASMA VOLUME. A. C. K. Lawrence and G. 
Walters. 

THE MEASUREMENT OF AMMONIA IN WHOLE BLOOD. V. M. Rosenoer. 

SERUM TRANSAMINASE LEVELS IN Liver Disease. L. Henry. 

A Source OF ERROR IN SERUM GLUTAMIC-OXALOACETIC TRANSAMINASE 
DETERMINATION. S. B. Rosalki and J. H. Wilkinson. 

THe INnisiroRY EFFECT OF TRIAMCINOLONE ON ADRENAL FUNCTION. C. B. 
Hatfield and S. Shuster. 

COMPLEXIMETRIC DETERMINATION OF CALCIUM IN PATHOLOGICAL AND Puysi0- 
Logical Specimens. D. N. Baron and Joyce L. Bell. 

AN IMPROVED FLAME-PHOTOMETRIC METHOD FOR DETERMINING CALCIUM IN 
Serum. J. W. Woollen and P. G. Walker. 

STUDIES with A More Rapip METHOD OF VITAMIN B)> Assay UTILIZING 
EUGLENA GRACILIS. Bernard A. Cooper. 

MONILIASIS IN ACUTE LEUKAEMIA. R. Lannigan and M. J. Meynell. 

Tue SENSITIVITY OF STAPHYLOCOCCI! AND OTHER WouND BACTERIA TO 
ERYTHROMYCIN, OLEANDOMYCIN, AND SPIRAMYCIN. E. J. L. Lowbury 
and L. Hurst. 

ISOLATION OF CHXOMORACTERIUM PRODIGIOSUM FROM EMPYEMA. John 
Papapanagiotou and Ch. Aligizakis. 

ADENOMATOID HAMARTOMA OF THE LUNG IN A Newsorn INFANT. J. E. 

- Goodyear and A. J. Shillitoe. 

MALIGNANT LEUKOPLAKIA OF THE RECTUM: METAPLASIC BASO-sOUAMOUS 
= ena or THe Recrat Mucosa. J. M. Drennan and C. W. A. 
alconer. 

ON THe HISTOPATHOLOGY OF CHONDRODERMATITIS Noputaris HELIcts 
Crronica. James Calnan and Bruno Rossatti. 

ARGENTAFFIN CARCINOMA (CARCINOID TUMOUR) OF Ovary. R. Winston 
Evans, Hilda R. Harris, and Catherine D. M. McDougall. 

TECHNICAL METHODS : 

A TECHNIQUE FOR OBTAINING UNDISTORTED SPECIMENS OF THE CENTRAL 
Nervous System. K. M. Laurence and Derek Martin. 

Tecuniours Usen :~ THE ROUTINE EXAMINATION OF SPECIMENS FOR THE 
Speciric Serovocicat Types oF Escuericuta cout. K. B. Rogers, 
J. E. Dowse. and J T. Hall. 


MEDICAL NEWS 


1421 


BRITISH 
MEDICAL JOURNAL 


SOCIETIES AND LECTURES 


A fee is charged or a ticket is required for attending lectures marked @. 
Apptication should be made first to the institution concerned. 


Monday, June 1 

DENTAL AND Mepicat Society FOR THE STUDY OF HypNnosis.—At Royal 
Society of Medicine, 8 p.m., annual general meeting. 

INSTITUTE OF LARYNGOLOGY AND OTOLOGY.—5S.30 p.m., Dr. Barry J. Anson 
(Chicago): Otic Capsule, Perilymphatic Labyrinth Periotic 
Appendages. 

@INsTITUTE OF OpsTeTRICS AND GyYNAECOLOGY.—At Chelsea Hospital for 
Women, 4.30 p.m., Mr. C. Flood: Acute Abdomen of Pelvic Origin. 
POSTGRADUATE Mepicat ScHooL oF LoNpoN.—4 p.m., Dr. B. Ackner: 

Emotional Reactions to Physical Illness. 


Tuesday, June 2 

INSTITUTE OF CaRDIOLOGY.—At Barnes Hall, Royal Society of Medicine, 
5 p.m., St. Cyres Lecture by Dr. Reginald Hudson: Human Pacemaker 
and its Pathology. 

INSTITUTE OF DERMATOLOGY.—5.30 p.m.. Dr. C. H. Whittle: Ringworm 
from Animal Sources. 

@INsTITUTE OF OBSTETRICS AND GyNAECOLOGY.—At Hammersmith Hospital, 
3 p.m., Mr. D. Stern: Third Stage of Labour. 

Sr. Mary's Hosprtat Mepicat ScuHoo..—At Wright-Fleming Theatre, 
5 p.m., Dr. David Hay: Diagnosis and Significance of Minor Degrees of 
Uterine Abnormality in Relation to Pregnancy. 

West Enp HospiTaL FOR NEUROLOGY AND NEUROSURGERY.—5.30 p.m., Mr. 
K. I. Nissen: Orthopaedic Treatment of Various Neurogenic Conditions. 


Wednesday, June 3 

INSTITUTE OF DERMATOLOGY.—5.30 p.m., Dr. J. O. Oliver: Infective Agents 
in Skin Diseases. 

INSTITUTE OF DISEASES OF THE CHEST.—S p.m., Dr. J. G. Scadding: Chronic 
Interstitial Fibrosis of the Lungs. 

MANCHESTER MeEpIcaL Society: SecTION OF GENERAL PRACTICE.—At 
Duchess of York Hospital for Babies, Burnage, 4 p.m., clinical meeting. 

POSTGRADUATE MEDICAL SCHOOL OF LONDON.—2 p.m., Professor R. J. V. 
Pulvertaft: Nature of Hodgkin’s Disease. 

Society OF AkrTS.—2.30 p.m., Dr. D. Stafford-Clark: The 
Contribution of Psychiatry to Modern Medicine. 


Thursday, June 4 

LiverPooL UNIVERSITY: FACULTY OF Mepicine.—At Large Lecture Theatre, 
New. Medical School, 5.15 p.m., Professor J. B. de C. M. Saunders 
(California): Shoulder Joint and its Dynamic Anatomy. 

LONDON ASSOCIATION OF THE MEDICAL WOMEN’S FEDERATION.—2.30 p.m., 
combined meeting with Cambridge Association. Visit to Department of 
Blind Persons, Letchworth Government Training Centre. ‘ 

NORTH-WESTERN THORACIC SocieTy.—At Aintree Hospital, Liverpool, 
3 p.m., summer meeting. 

NUFFIELD ORTHOPAEDIC CENTRE.—At Wingfield-Morris Orthopaedic Hospital, 
8.30 p.m., Dr. A. Brodetti: Biomechanics of the Fractured Femoral Neck 
with Internal Fixation: An Experimental Study. . 

POSTGRADUATE MEDICAL SCHOOL OF LONDON.—4 p.m., Dr. R. I. S. Bayliss: 
Care of the Patient on Cortisone. 

SOUTHEND-ON-SEA HOSPITAL MANAGEMENT COMMITTEE.—At the Recreation 
Hall, General Hospital, Rochford, 8.30 p.m., Sydney Body Lecture by 
Sir Basil Henriques, J.P.: Some Problems of the Juvenile Court. 


Friday, June 5 : 

@INstituTE OF DeRMATOLOGY.—5.30 p.m., clinical demonstration by Dr. 
R. H. Meara. 

@INsTITUTE OF OBSTETRICS AND GynaEcoLocy.—At Queen Charlotte's 
Hospital, 11 a.m., Mr. H. J. Malkin: Obstetric Shock. 

POSTGRADUATE MEDICAL a.m., Mr. John Charnley: 

f Osteoarthritis of the Hip. 
wae Grams HospiraL MepicaL SocieTy.—8.30 p.m., Dr. William Evans: 


Some Aspects of Cardiac Pain. 


Saturday, June 6 

SOUTH-EAST METROPOLITAN REGIONAL TUBERCULOSIS Soctety.—At Evi 
Chest Hospital, St. Leonards-on-Sea, 10.30 for 11 a.m., papers by 
R. Grenville-Mathers, Dr. D. F. Ross, and Mr. W. P. Cleland. 


Sunday, June 7 

Unrversity CoLLece Hospitat.—10.15 a.m., meet in Front Hall of main 
Hospital. Lecture-demonstration for general practitioners, — clinical 
demonstration by Professor R. S. Pilcher: Peripheral Vascular Disease. 
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BIRTHS, MARRIAGES, AND DEATHS 


BIRTHS 

Clayton.—On May 11, 1959, at the British Military” Hospital, Iserlohn, 
to Pamela (formerly Passmore), M.B.. B.S., D.A., wife of Captain Peter 
Clayton, M.B.E., a son—Patrick Br'an. : 

Dietrich.—On May 12, 1959, at Philadelphia, U.S.A.. to Violet Kathleen 
St. George Breakey. M.D., F.R.C.P.1., wife of Herbert J. Dietrich, 
M.D.. of 2035, Delancey Place, Philadelphia, a son —Guy Whitlock- 
Lloyd. 

Fleet.—On May 11, 1959, at Copthorne Hospital, Shrewsbury, to Audrey, 
wife of Dr. Gordon Fleet, a son—Gareth David. 


DEATHS 

Blackburn.—On April 30, 1959, at 24, Copers Cope Road, Beckenham, 
Kent, Albert Edward Blackburn, M.D., aged 85. 

Clark.—On May 3, 1959, at 33, Howe Street, Edinburgh, William 
Alexandra Blyth Clark, L.R.C.P.&S.Ed., L.R.F.P.S., I 

Keliner.—On April 30, 1959, Andrew Kellner, . 
Harley Street, London, W., and Greengates, Grove Road, Sonning 
Common, Reading, Berks, aged 58. 

Lavelle.—On April 22. 1959, Herbert Vaughan Lavelle, M.B., Ch.B., of 
645, Wilmslow Road, Didsbury, Manchester, 

Le Bas.—On Apri! 25, 1959. at Sedgemoor Priory, St. Austell, Cornwall, 
Dumaresq Le Bas, M.R.C.S., L.R.C.P., of Jersey, Channel Islands, 
aged 80. 

Van Someren.—On April 25, 1959, Alexander Grant Vermont van Someren, 

M.B., F.R.C.S.Ed., of Deanbank Lodge, East Dean, Sussex. 


gh, 
art, 
‘ar, 
rly 
on 
iff, 23 
T 
m, 
is, 
n, 
d 


1422. May 30, 1959 


Any Questions ? 


We publish below a selection of those questions and 
answers which seem of general interest. It is regretted 
that it is not possible to supply answers to all questions 
submitted. 


Thrombosis and Haemophilia 


Q.—ls coronary or any other arterial thrombosis possible 
in haemophilia ? 


A.—Patients classified as having haemophilia have 
different degrees of abnormality. In some the blood is 
nearly incoagulable, in others the clotting function 
approaches normal. Haemophilic patients may have quite 
severe atheroma regardless of the degree of haemophilic 
abnormality. If the usually accepted view of arterial 
and coronary thrombosis is accepted then it should be 
impossible for a severely affected patient to occlude a large 
artery by thrombus. But if some coronary and small 
arterial thromboses are due to the occlusion of the tiny 
residual lumen of an atheromatous vessel by a platelet 
thrombus there is no reason why this should not 
occasionally happen in haemophilic patients, particularly in 
those whose haemophilic defect is minimal. So far as I 
know there is no recorded case of arterial thrombosis in 
a haemophilic patient, and one reason for this, apart from 
the coagulation defect, is undoubtedly that relatively few 
haemophilic patients live to the age at which arterial 
occlusion is a common event in normal people. 


Cortisone in Psoriasis ? 
Q.—Is cortisone of value in the treatment of psoriasis ? 


A.—The general answer to this question is No. It is 
unwise at present to use any steroid hormone therapy in 
the routine treatment of the ordinary case of psoriasis, 
because the treatment carries with it well-recognized dangers, 
and the ordinary case of psoriasis is effectively dealt with 
along other lines. Steroid therapy is not in any way a 
specific form of treatment for psoriasis, but it is true that 
more recent preparations do have a dramatic effect upon 
the disease while they are being administered, but it is a 
temporary effect and patients relapse as soon as it is stopped 
and sometimes even while on treatment. Such therapy 
sometimes precipitates grave aggravation of psoriasis with 
generalization and pustulation. Nevertheless, there are 
occasional grave forms of the disease, associated with great 
disability and ill-health, which do seem to be helped by 
the judicious use of very small doses of steroid upon 
occasion, but this should be left to the judgment of a 
specialist and a general physician. 


Treatment of Iritis 
Q.—What is the latest treatment of iritis and iridocyclitis ? 


A.—The general principles in the treatment of an acute 
anterior uveitis are dilatation of the pupil to prevent the 
formation of anterior synechiae and _ reduction of 
inflammatory response by corticosteroid therapy. Cortisone 
(10 mg. in 0.4 ml.) injected subconjunctivally may be used 
initially followed by atropine 1% drops twice a day and 
cortisone or hydrocortisone drops four-hourly. Such a 
régime should produce considerable improvement within a 
few days, but it is important to continue treatment until 
the aqueous humour is clear of flare and cells on slit-lamp 
examination. In severe cases local treatment should be 
supplemented by systemic corticosteroid therapy, preferably 
as an in-patient. 

It is usual to do a full blood count, E.S.R., W.R., and 
Kahn and Mantoux tests, but the most promising 
investigation for acute anterior uveitis in men is an 
examination of the prostatic fluid and x-ray examination 
of the sacro-iliac joints, spine, and feet for evidence of 
ankylosing spondylitis and Reiter's disease." In the more 
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chronic cases of anterior uveitis sarcoidosis is a possibility, 
particularly if the Mantoux reaction is negative. Hilar gland 
enlargement or typical changes in the Jung fields may be seen 
on radiography. Focal sepsis in the nasal sinuses, teeth, ete, 
should be eradicated, but this is often of doubtful benefit, 
Toxoplasmosis is a common cause of chorioretinitis, but 
is unlikely to be of aetiological importance in anterior 
uveitis. 
REFERENCE 
! Catterall, R. D., Trans. ophthal. Soc. U.K., in press. 


Aetiology of Congenital Dislocation of Hip 


Q.—What is the aetiology of congenital dislocation of the 
hip, with particular reference to its common occurrence in 
parts of France and N. Italy? 


A.—The aetiology of congenital dislocation of the hip is 
essentially unknown, as in most congenital anomalies. Any 
explanation has to account for a certain familial incidence, 
racial differences, and a slight preponderance of female 
patients. There is no doubt that there is a genetic back- 
ground and some families have shown a_ remarkable 
incidence. However, it is not dominant; as yet the genetic 
background has not been well investigated. As is well 
known, in northern Italy the incidence is very high, and 
this would presumably have a similar explanation to the 
occurrence in certain families. 

It is believed that the dislocation arises from abnormal 
development of the hip during pregnancy, though this is 
uncertain for lack of direct evidence. In northern Italy 
this incidence is certainly unrelated to the way in which 
the children are wrapped. The failure to find it in certain 
races has been thought to be due to the children being 
carried on the mother’s back with the legs abducted, and 
thus an early, unrecognized dislocation would be cured by 
the mode of carrying the baby. This explanation has more 
to it than might be obvious, but, since we do not know 
the incidence of dislocated hip in such races, we cannot 
say that the carrying of children with the legs abducted 
explains the absence of dislocated hip. 


Corrections.—We regret that Dr. G. P. McNicol’s present 
appointment was incorrectly given in the issue of May 16, 
p. 1310. He is now registrar in the University Department of 
Medicine, Royal Infirmary, Glasgow. 

We also regret errors in the announcement of Dr. F. J. G. 
Jefferiss’s appointment to the Royal Air Force (Journal, May 16, 
p. 1310). It should have read: “ Dr. F. J. G. Jefferiss, consultant 
venereologist with administrative charge of the V.D. department 
at St. Mary’s Hospital, has been appointed honorary civil 
consultant in venereology to the Royal Air Force.” 
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